\ 


CAP 


REPORT 


NUMBER 5 


Drugs and the Third World: 
Phenylbutazone 


and Oxyphenbutazone 


sale and Hazards — 
a Malaysian Study 


CONSUMERS’ ASSOCIATION OF PENANG 


. 


Se 
a 
te 


4 


Drugs and the Third World: 
Phenylbutazone and Oxyphenbutazone 
Sale and Hazards — a Malaysian Study 


Published by 
Consumers’ Association of Penang 
87 Cantonment Road, Penang 
Malaysia 
October 1984 


Published by 


Consumers' Association of Penang 
87. Cantonment Road, 
Penang, Malaysia. 


The Consumers’ Association of Penang is a voluntary 
non-profit organisation which fights for the rights 
and interests of all consumers through research, 
educational and representational activities. 


D2-go _ 
OWos 2 


Printed by 


Sun Printers Sdn Bhd 
78 Church Street, 
Penang, Malaysia. 


Copyright (c) Consumers' Association of Penang 1984 
ISBN 967-9950-07-7 


CON TENTS 


Preface 
Chapter 1 Introduction 
Chapter 2 Phenylbutazone 
(1) Actions 
(2) Indications 
(3) Caution and Warnings 
(4) Contraindications 
(5) Adverse Effects of the Drug 
(6) Drug Interactions 
(7) Dosage 
(8) Studies on Phenylbutazone 
Chapter 3 Oxyphenbutazone 
Studies on Oxyphenbutazone 
Chapter 4 Ciba-Geigy's Studies on Phenylbutazone 
and Oxyphenbutazone 
Chapter 5 Regulations Concerning Phenylbutazone 
and Oxyphenbutazone in Other Countries 
Chapter 6 International Marketing of Phenylbutazone 
and Oxyphenbutazone 
Chapter 7 Drug Information and Brands Sold in Malaysia 
Chapter 8 Drug Information in Mala sia: Phenylbutazone 


(1) DIMS Information 


12 


20 


ra 


28 


32 


34 


39 


(2) Warnings and Contraindications: Inadequate 


Information 


Chapter 9 


Chapter 10 


Chapter 1l 


Chapter 12 


Chapter 13 


References 


Appendix 1 


Appendix 2 


(3) Indications Given 


(4) Brands containing Phenylbutazone 
with Propyphenazone 


(5) Brands containing Phenylbutazone 
with Aminopyrine 


(6) Brands indicating dosages for children 


(7) Brands with dosages above 400 mg daily 


Drug Information in Malaysia: Oxyphenbutazone 


(1) DIMS Information 


Advertisements on Phenylbutazone and 
Oxyphenbutazone in Malaysia 


(1) Advertisements on Phenylbutazone in DIMS 
(2) Advertisements on Oxyphenbutazone in DIMS 


Drug Inserts In Malaysia 

(1) Drug Insert for BUTAZOLIDIN 
(2) Drug Insert for IRGAPYRIN 
(3) Drug Insert for BUTACOTE 
(4) Drug Insert for TANDERIL 


Case Reports of Toxicity 


(1) CAP's Case Study 
(2) Phenylbutazone Death in Singapore 


Conclusion 
ee 


Ciba-Geigy Intemal Report 


Drug Inserts 


(a) BUTAZOLIDIN 


45 


47 


52 


61 


66 


69 


72 


80 


Appendix 3 


Appendix 4 


Appendix 5 


(b) 
(c) 
(d) 
(e) 


IRGAPYRIN 
BUTACOTE 
TANDELGESIC 
TANDERIL 


Local News Reports 


(a) 


(b) 


(c) 


(d) 


(e) 


(f) 


(g) 


(h) 


(a) 


(b) 


"Warning on Sale of Killer Drugs' 
(New Straits Times, 4 June 1984) 


"Ban These Drugs-MMA' 
(New Straits Times, 5 June 1984) 


'24 Brands of Killer Drugs Available 
Here' (New Straits Times, 5 June 1984) 


"Firms Accused of Double Standards’ 
(New Straits Times, 5 June 1984) 


"Those Drugs Cannot Be Banned, Says Ministry' 
(New Straits Times, 6 June 1984) 


"CAP Unhappy Over Ministry's Stand' 
(New Straits Times, 7 June 1984) 


"Mixed Reaction to MMA Call for Ban on 
Painkillers' (New Straits Times, 7 June 1984) 


"Support for Ministry's Stand on Painkillers' 
(The Star, 20 June 1984) 


Dr Joseph Eravelly's letter to 
the press (New Straits Times, 26 June 1984) 


CAP's response (New Straits Times, 10 July 1984) 


Foreign News Reports 


(a) 


(b) 


(c) 


'New Death Report Worries Bute Firm' 
(The Sunday Times (UK), 4 December 1983) 


"Arthritis Drug Ban Demanded' 
(The Times (UK), 30 December 1983) 


'Group Calls for Ban on Arthritis Drugs ' 
(New Straits Times, 30 December 1983) 


85 


92 


96 


Appendix 6 


Appendix 7 


Appendix 8 


(d) ‘Arthritis Drugs Link in Bone Marrow Deaths' 
(The Guardian, 27 January 1984) 


(e) ‘Minister Bans Sale of Arthritis Drugs' 
(The Guardian, 7 March 1984) 


(f) 'Painkillers to be Withdrawn After Ministry 
Talks' (The Guardian, 3 April 1984) 


(g) ‘Ciba-Geigy Admits Drugs' Side Effects' 
(Mainichi Daily News, 10 February 1984) 


Excerpts from the Letter of Dr Sidney Wolfe, Director 
of Public Citizen Health Research Group, to the 
Secretary, US Department of Health and Human Services, 
28 December 1983. 


A doctor's comments on the cover of The Family 
Practitioner, April 1984, which featured brands of 
Phenylbutazone and Oxyphenbutazone. 


Statement by Dr Andrew Herxheimer of the University of 
London, at a CAP Press Conference, 11 September 1984. 


103 


106 


108 


PREFACE 


Many dangerous pharmaceutical drugs which are banned or severely restricted 
in developed countries are still being widely marketed and used in developing 
countries. The Consumers' Association of Penang has been concerned with this 


problem for the past several years. 


This report is the result of a detafled study conducted by CAP on 
the toxicity of two pain killing drugs Phenylbutazone and’ Oxphenbutazone, 
and their marketing in Malaysia. Due to their dangerous side effects these 
two drugs have caused thousands of deaths and serious ailments around the 


world. 


According to reports by the UK Committee on Safety of Medicines 
(CSM) Phenylbutazone and Oxyphenbutazone have been associated with at least 
1,500 deaths in the United Kingdom since they were marketed there more than 
20 years ago. 

Internal reports of Ciba-Geigy, the Swiss multinational, list 1,182 
worldwide deaths attributed to BUTAZOLIDIN and TANDERIL, the brand names of 
these drugs. Thirty-eight percent of the patients died due to the two blood 
disorders aplastic anaemia (failure of production of all normal -blood cells) 
and agranulocytocis (lack of blood cells like leukocyctes). Other deaths 
were caused by gastrointestinal bleeding, destruction of blood platelets, 
perforated ulcers, liver damage and leukaemia. And over 10,000 people were 


also reported to have suffered serious side effects. 


Following the leaking of the Ciba-Geigy reports, many countries 
have acted to ban or restrict the use of the drugs, while others are in the 
process of reviewing it. These countries include the United Kingdom, Bangladesh, 
Federal Republic of Germany, Japan, Italy, Australia, Sweden, Finland and the 


United States. 


This Report shows, however, that in Malaysia the two drugs are still 


widely used. According to the Drug Index for Malaysia and Singapore (DIMS) 
there are 18 brands of Phenylbutazone and 6 brands of Oxyphenbutazone sold 


on the market. 


Our study also shows that there are double standards in the labelling 
and information provided by manufacturers for the drugs marketed in Malaysia 


and the same drugs marketed in the United States and other developed countries. 


In the US and European countries, the drug companies provide detailed 
information, warning doctors against giving the drugs for minor ailments or 
for use in young children and the elderly and restricting their use to 


treatment of severe diseases of a particular nature. 


However, in Malaysia the same companies recommend the drugs in 
DIMS for minor ailments. These minor ailments include 'pain and stiffness 
in muscles and joints, lumbago, tension headache’, even ‘virus infection and 


fever' and for 'long term treatment'. 


The well-known Physician's Desk Reference in the US warns that the 
TANDERIL brand of Oxyphenbutazone produced by Ciba-Geigy should not be given 
to children below the age of 14. However, in Malaysia, the drug insert for 
the same brand recommends its use for children from the age of 12 months 


onwards. 


In the US, Ciba-Geigy also warns that among the elderly, every 
effort must be made to discontinue the use of these drugs after a period 
of seven days as there is an ‘exceedingly high risk of severe fatal toxic 
reactions' among this group of ‘patients. In Malaysia Ciba-Geigy states that 
"in elderly patients, as well as for long term therapy, smaller maintenance 


doses are indicated'. 


The double standards practised by drug companies in marketing their 


drugs in Malaysia can lead to wrong drug prescription and drug use and to 


needless injury or death. 


Clearly some drug companies are taking advantage of the fact that 


local monitoring and surveillance of drugs are inadequate and hardly existent. 


Although no detailed study on the extent of adverse reactions due 


to Phenylbutazone and Oxyphenbutazone use have been carried out in Malaysia, 
a pharmacologist at the University Hospital revealed that Oxyphenbutazone 
was among the five drugs which accounted for the majority of the adverse 


drug reactions suffered by patients admitted into the hospital. 


Our Report provides two case studies of a patient who died in 


Singapore and another who almost died in Penang after taking Phenylbutazone. 


It also contains appendices relating to drug inserts of some brands 
of Phenylbutazone and Oxyphenbutazone (BUTAZOLIDIN, IRGPYRIN, BUTACOTE, 
TANDERIL and TANDALGESIC), advertisements of both the drugs found in local 
medical journals and brochures of the drugs distributed to doctors. Local 
newsclippings highlighting the drug controversy and those from British 


newspapers are also included. 


From the analysis in this Report, we have come to the conclusion 
that the Ministry of Health should recall the drugs from the market 
immediately for the safety and health of Malaysian consumers. There is no 
rationale or justification for the continued use of both these drugs as 
there are other anti-inflammatory agents in the market today which are just 
as effective and without some of the lethal side effects associated with 
them. In fact these drugs have been shown to be unpredictable and dangerous 


and hold no real advantage over other presently available preparations. 


When a summary of this Report was released in June 1984, it caused 
a major medical controversy in Malaysia. A number of doctors and pharmacists 
defended the use of the drugs which they said should not be banned merely 
because they had side effects. However, the Malaysian Medical Association 
supported CAP's call for a ban on the drugs. Its president said that both 
drugs ‘should not be allowed into the country and should not be made 


available to people, even with a prescription’. 


The current debate on the safety of the two pain killers is 
significant in view of the resolution taken at the United Nations World 
Health Assembly held in May 1984, calling for unbiased and complete drug 


information to be made available to developing countries. 


The Assembly also noted the urgent need for better monitoring of 
drug marketing practices and the prescription practices of doctors in 
developing countries. 

Developing countries which already have limited funds available 
for the provision of adequate primary health care to their people should 
not be spending too much money on unnecessary and, worse, dangerous drugs. 
For this reason the World Health Assembly recommends that a rational drug 


policy should be developed in Third World countries, including the adoption 
of a list of essential drugs. 

We hope this Report will throw more light on the subject of the 
marketing of pharmaceutical drugs in Malaysia and in developing countries 
as a whole. 

I would like to acknowledge Evelyne Hong who did the substantial 


research for the Report, Lim Jee Yuan and Teh Poh Ai for the production, 


and a number of medical doctors who gave valuable advice. 


S.M. Mohd. Idris, JP 
President 


Consumers' Association of Penang 


September 1984 


CHAPTER 1 


INTRODUCTION 


On 6 March 1984, The British Minister of Health, Mr Kenneth Clarke told 
the House of Commons that painkillers made from Phenylbutazone are to be 
banned from general use in the United Kingdom (The Guardian March 7,1984). 
The following month on 3 April, The Guardian newspaper reported that 
Ciba-Geigy the manufacturers of the drug will take Oxyphenbutazone sold 
under the brand names TANDERIL and TANDACOTE, off the market and recall 
their supplies as well. Oxyphenbutazone, a derivative of Phenylbutazone 
is even more dangerous according to the UK Committee on Safety of 


Medicines (CSM) (The Guardian March 3, 1984). 


Following an investigation, the CSM had recommended that 
Phenylbutazone, should only be prescribed by hospital doctors for 
patients with arthritis of the spine when no other drug will do 


(The Guardian April 3, 1984). 


In December 1983, The Minister disclosed in a written answer 
in the House of Commons that 1,685 cases of suspected adverse reaction 
to BUTAZOLIDIN (Phenylbutazone), including 442 deaths, and 503 reports 
of suspected adverse reaction to TANDERIL (Oxyhenbutazone), including 
131 deaths, had been reported to the Committee. "I am aware of public 
concern about this matter and the Safety Committee has products in 


this class under close review' he said (The Times December 30, 1983). 


However, according to confidential CSM figures, these drugs 
have been associated with at least 1,500 deaths in the United Kingdom 


since they were marketed there more than 20 years ago (The Guardian 


December 30, 1983). 


On 27 January 1984, the Drug and Therapeutics Bulletin reported 
that 1,000 people have died from bone marrow failure after taking 
Phenylbutazone and Oxyphenbutazone during the last 20 years. Other 
causes of death including heart failure and liver disease take the total 
number of fatalities in Britain to well over 1,000. In calling the CSM 
to ban the drugs, the Drug and Therapeutics Bulletin stated that 
"Phenylbutazone and Oxyphenbutazone would have to have major advantages 
over the many other non-steroidal anti-inflammatory drugs now available 
for their risk/benefit ratio to be acceptable. No such advantages 
exist. Ample data incriminate both drugs in fatal bone marrow depression, 
and other serious hazards" (Drug and Therapeutics Bulletin Vol 22 No. 2, 
1984). The Bulletin is a forthnightly, publication sent to all British 


doctors under the auspices of the Department of Health. 


Earlier in the month of December, concern in the US and Europe 
was aroused when two internal memos were leaked from Ciba-Geigy (the 
Swiss pharmaceutical company, which produces the drugs) headquarters in 
Basle. One of the memos lists 1,182 deaths worldwide attributed to 
BUTAZOLIDIN and TANDERIL the brand names of these drugs. 37.8Z(over a 
third) of the patients died due to the two blood disorders aplastic 
anaemia (failure of production of all normal blood cells) and agranulocy- 
tosis (lack of blood cells like leukocytes) (The Guardian December 30, 
1983). 


The second memo revealed that Ciba-Geigy's own experts are 
worried about the drugs. According to them ‘Although reports of blood 
dyscrasias (diseases), G.I. (gastrointestinal) bleeding, hepato —- and 
nephrotoxicity have been reported with almost all the N.S.A.1I.Ds (non- 
steroidal anti-inflammatory drugs) ..... the number of single case 
reports of major serious u.e. (unwanted events) published on BUTAZOLIDIN 


and TANDERIL are higher than those for the other drugs' (The Guardian 
December 30, 1983). 


Calling for the US ban on these drugs, Dr. Sidney Wolfe, 


Director of the Public Citizen Health Research Group a consumer protection 
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group based in Washington, said that the drugs produced by Ciba-Geigy 
are ‘dangerous, often lethal drugs' that present an ‘imminent hazard 
to the public health’. According to him, as of mid-1982, the US Food 
and Drugs Administration (FDA) was aware of 311 deaths of Americans 
using the drugs (The New Straits Times December 30, 1983). According to 
Ciba-Geigy's internal memo the number of people worldwide who were 
exposed to BUTAZOLIDIN was estimated at 50 - 100 million for the last 
31 years and to TANDEARIL at 40-80 million for the past 23 years (The 
Guardian December 30, 1983). By using the company's own estimates of 
patient exposure, Dr. Sidney Wolfe said total deaths worldwide is 
estimated at about 10,400 and US deaths at more than 3,100 (The New 
Straits Times December 30, 1983; see Appendix 6). 


Following the Ciba-Geigy leaks, the Norwegian government has 
decided to ban the drugs from 1 April 1984. The US Secretary of the 
Department of Health and Human Services, Mrs Margaret Heckler has called 
for a ‘comprehensive report' on the drugs, and the US FDA has held a 
public hearing on the drugs. West German health authorities will also 
hold a hearing in March. Several other countries have also taken action 


to restrict the use of the drugs. 


This report by the Consumers' Association of Penang urges 
the Ministry of Health to immediately review the use of these two 
lethal drugs and to impose a total ban on their use. At present the two 
drugs are listed as Group B Poisons, which means that according to the 
law, these drugs can only be dispensed by a medical practitioner on 
prescription. However, both drugs can be obtained over the counter, and 
is marketed for a wide variety of ailments which should not be the case 


because of their potency and toxicity. 
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CHAPTER 2 


PHENYLBUTAZONE 


Phenylbutazone was introduced in 1947 for the treatment of rheumatoid 
disorders (Parish 1977 : 184). Ciba-Geigy first marketed them as 
BUTAZOLIDIN and TANDERIL. The drug is also administered by deep intra 


muscular injection as the sodium salt (Martindale 1977 : 210). 


(1) Actions: 


Phenylbutazone has analgesic, anti-inflammatory and fever- 
reducing or antipyretic actions and should not be used for minor pain. 
(Martindale 1977 : 210). It is similar in potency to aspirin 
(Pharmaceutical Codex 1979 : 694). However, it should not be used as 
an antipyretic and its pain-relieving properties are inferior to 


aspirin for non-rheumatic disorders (Parish 1977 : 184). 


It should only be used for the short-term relief of pain 
due to inflammation of muscles, tendons, and joint area (Silverman & 
Simon 1979 : 272). In fact Phenylbutazone merely relieves pain and 


inflammation but does not cure the disease (PDR 1979 : 888). 


It is well absorbed from the gut. About 98% of the drug is 
bound to plasma protein; it competes with other drugs and it is a potent 
liver enzyme inducer, that is, it greatly affects enzymes in the liver 
which help in drug breakdown. For these reasons, it can cause many 


drug interactions (Laurence 1973 : 12,31). 


The use of this drug is therefore limited by its side effects 
and adverse drug reactions. Hence, Phenylbutazone and its sister drug 


Oxyphenbutazone are toxic, and dangerous and should only be used when 


= i246 


absolutely necessary. It should never be used when the problem can be 


treated by a less toxic drug like Aspirin (Silverman & Simon 1979 : 
272-73). 


(2) Indications: 


According to the Physicians’ Desk Reference (PDR) 37 Edition, 
1983, BUTAZOLIDIN brand of Phenylbutazone should only be prescribed for: 


* Short-term treatment of acute attacks of degenerative joint 


disease of the hips and knees not responsive to other treatment. 


* Painful shoulder (peritendinitis, capsulitis, bursitis, and 


acute arthritis of that joint) (PDR 1983 : 960) or 


* other inflammatory processes which cause pain that cannot be 
controlled by usual analgesics such as Aspirin and when severe 
disability, because the inflammation, is not relieved by usual 


treatment (Silverman & Simon 1979 : 243). 


(3) Caution and Warnings: 


According to The Pharmaceutical Codex (P.Cx) Eleventh Edition, 
1979, the toxic effects of the drug occur frequently even when the 
dosage does not exceed 400 milligrams daily. Blood dyscrasias (disorders) 
due to Phenylbutazone are a significant cause of mortality (P.Cx 1979 : 
694). According to Ciba-Geigy in the PDR 33 Edition, 1979, ‘Serious, 
even fatal blood dyscrasias, including aplastic anaemia, due to 
Butazolidin brand of phenylbutazone, may occur suddenly despite regular 
repeated hemograms (blood counts), and may become manifest many days or 


weeks after cessation of the drug' (PDR 1979 : 888). 


The toxicity of the drug is so great that Ciba-Geigy in the 
PDR 37 Edition 1983 warns categorically that phenylbutazone ‘cannot be 
considered a simple analgesic and should never be administered casually. 
Each patient should be carefully evaluated before treatment is started 


and should remain constantly under the close supervision of the 
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physician' (PDR 1983 : 960 ; See page 53). 


' |... Serious life-threatening adverse reactions ... is 
especially true in the aging (forty years and over) who have an increased 
susceptibility to the toxicity of the drug' (PDR 1979 : 888). In the 
elderly (sixty years and over) the drug should not be taken for more 
than seven days (PDR 1983 : 960). However regular blood counts are of 


no value in preventing serious accidents which occur particularly in the 


elderly (P.Cx 1979 : 694). 


Among the strict instructions to be followed before prescribing 


Phenylbutazone, Ciba-Geigy cautions that 


* Therapy should not be initiated until a careful detailed 
history and complete physical and laboratory examination of the 
patient have been made. These examinations should be made at 
regular, frequent intervals throughout the duration of this 


drug therapy. 


* Patients should discontinue the drug and be instructed to report 


to the physician immediately any sign of 


a) Fever, sore throat, lesions in the mouth (symptoms of blood 
dyscrasia) 

b) Dyspepsia (indigestion), epigastric pain, Symptoms of 
anaemia, unusual bleeding, unusual bruising, black or tarry 


stools or other evidence of intestinal ulceration. 


c) Skin rashes. 
d) Significant weight gain or oedema (fluid retention) 


A trial period of one week of therapy is considered adequate to 
determine the therapeutic effect of the drug. In the absence 


of a favourable response, therapy should be discontinued. 


' Md . ° 
These procedures ‘are essential to the prevention of serious 


life-threatening adverse reactions. In each patient, the risk of 


severe, and even fatal drug reactions must be weighed against the 
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possible drug benefits initially unpredictable for the individual' (PDR 
1979 : 888). 


Phenylbutazone can damage the foetus and it should be avoided 
in early pregnancy (Martindale 1977 : 209). It is also secreted in 
breast milk (PCx 1979 : 694). 


It increases the excretion of uric acid by the kidneys, causes 
the retention of salt and a reduction in urine volume, reduces the 
uptake of iodine by the thyroid gland and can cause goitre or underworking 


of the thyroid gland (Parish 1977 : 184). 


(4) Contraindications : (c.f. Physicians’ Desk Reference 37 Edition, 


1983; :..960) 


* Phenylbutazone should not be given to children fourteen years 


or less or senile patients. 


* It should not be taken by patients with a history or symptoms 
associated with gastrointestinal inflammation or ulcer, 


including severe or recurrent or persistent indigestion. 


* It should not be given to patients with impaired kidney or liver 
function, heart disease, high blood pressure, thyroid disease 


or a history of previous reactions. 


* It should not be used in combination with other drugs which 


accentuate or share a potential for similar toxicity. 


(5) Adverse Effects of the Drug: 


According to Martindale, Twenty Seventh Edition, the toxic side 
effects of Phenylbutazone are common (and occur even when the dosage does 
not exceed 400 mg daily) and untoward reactions occur in 25 to 40Z of 
patients who take the drug which may be sufficiently severe to cause 


withdrawal of the drug (Martindale 1977 : 208). 


The common reactions are nausea, skin rash, stomach upset, 
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fluid retention (due to salt retention which can precipitate heart 
failure), vertigo, stomatitis, blurred vision, insomnia, epigastric 

pain and diarrhoea (Laurence 1973 : 12.32 ; Martindale 1977 : 208). 
Ulceration of the mouth, oesophagus, stomach or duodenum can occur 
leading to haemorrhage from these areas (Parish 1977 : 411). Phenylbutazone 
can cause hypertension, liver damage, and blood disorders including 
agranulocytosis, thrombocytopenia and aplastic anaemia are not uncommon, 
occasionally resulting in death. (Parish 1977 : 411; Martindale 1977 
:208). Enlarged glands(including salivary glands) can occur and a 
generalised allergic reaction which can cause shock, itching, serious 
rashes, and signs of arthritis; and kidney failure (including bleeding 
and kidney stones), high blood sugar, thyroid disease, hearing loss, 
agitation, confusion or lethargy have been reported (Silverman: & Simon 


1979...:..273=4;3-Parish:,1977;.: 41 13,.Martandale+197.7ia2 208). 


Phenylbutazone can cause conjunctivitis, toxic amblyopia 
(dimness of vision due to poisoning), Stevens-Johnson syndrome, adhesion 
of lids to eyeballs, gross scarring of lids, corneal ulceration and 
scarring, vascularisation of cornea, loss of vision, and retinal 


haemorrhage (Silverman H.1. 1972, 49 : 335). 


Prolonged treatment with the Phenylbutazone group of drugs could 
lead to bone collapse (Mullick, S-,British Medical Journal 1972, 1 2807), 
and renal papillary necrosis has been associated with ingestion of 


Phenylbutazone alone (Prescott, L.F.,Therapie 1974, 29: 547). 


The development of leukaemia has been associated with previous 
treatment of Phenylbutazone but a causal relationship has not been 
established (Martindale 1977 : 208). However, Ciba-Geigy has reported 
cases of leukaemia in patients with a history of short and long term 
therapy with BUTAZOLIDIN. The overwhelming majority of these patients 
were over forty years of age (PDR 1979 : 888). 


(6) Drug Interactions : 


Phenylbutazone increases the effects of Insulin and oral anti- 
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diabetic drugs, and certain anti coagulant drugs, and it may also 
increase the effects of Phenytoin (drug used in treating epileptic 
seizures) and some Sulphonamides (Martindale 1977 : 209). It can 
interact with Tetracyclines to increase the toxicities of both drugs 


(Pui & Foo 1976 : 23). 


(7) Dosage: 


Ciba-Geigy warns that BUTAZOLIDIN brand of Phenylbutazone is 
not recommended for ‘children under 14 years of age and in senile 
patients. In elderly patients (sixty years and over) every effort must 
be made to discontinue therapy on, or as soon as possible after, the 
seventh day because of the exceedingly high risk of severe fatal toxic 
reactions in this age group. In all patients the efficacy and the safety 
of Butazolidin is unpredictable. Therefore, the goal of therapy should 
be SHORT-TERM relief of SEVERE symptoms to a level tolerable to the 
SMALLEST possible drug dosage. The action of the drug is usually 
manifest by the third to forth day of treatment. Therefore, do not 
continue therapy beyond a week in the absence of a favourable result' 


(PDR 1979 : 889). 


According to Ciba-Geigy's entry on BUTAZOLIDIN in the 
Physicians’ Desk Reference 37 Edition, 'The initial daily dose in adult 
patients is 300 to 600 mg as 3 to 4 divided doses, Maximum therapeutic 


response is usually obtained at a daily dose of 400 mg. 


Maintenance Dosage : When improvement is obtained, dosage should 
be promptly decreased to the minimum effective level necessary to 
maintain relief, not exceeding 400 mg daily because of the possibility of 


cumulative toxicity’ (PDR 1983 : 962). 


(8) Studies on Phenylbutazone: 


The serious side effects of the drug have been well documented 
since doctors were first warned of its hazards in 1965. In the UK, 


aplastic anaemia from Phenylbutazone was first reported in 1957, six 
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years after it was first marketed (Venning, G.R.,1957,1:146). Below we list 
some reports of serious complications and fatalities associated with the 


use of the drug cited by Martindale Twenty Seventh Edition, 1977 :208 


(a) The United Kingdom Committee on Safety of Drugs, documented fifty 
reports of serious complications with 18 deaths in patients given 
Phenylbutazone between early 1964 and mid 1965. Toxic effects 
included liver damage, peptic ulceration and blood dyscrasias 
(Committee on Safety of Drugs, Adverse Reactions Series No. 3 


August 1965). 


(b) There were 1276 reports of adverse reactions to Phenylbutazone 
reported to the Committee on Safety of Medicines from June 
1964 to January 1973. These included 398 reports of blood 
disorders (204 fatal) including 163 cases of aplastic anaemia 
(121 fatal), 59 cases of thrombocytopenia (18 fatal), 95 cases 
of agranulocytosis, leucopenia, or pancytopenia (44 fatal), 
and 104 reports of gastrointestinal haemorrhage (27 fatal) 


(Cuthbert, M.F., Current Medical Research Opinion, 1974, 2,600). 


(c) According to the US Report of the Registry on Blood Dyscrasias 
for 1962, agranulocytosis and aplastic anaemia were the most 
frequently reported blood dyscrasias in 12 reports of 
Phenylbutazone toxicity, though other drugs had been given at 
the same time (Best, W.R., Journal of the americen Medical 


Association, 1963, 185, 286). 


(d) An analysis of blood dyscrasias reported to the Swedish 
Adverse Drug Reaction Committee for the 5 year period 1966-70 
showed that thrombocytopenia attributable to Phenylbutazone had 
been reported on 7 occasions (1 fatal), aplastic anaemia on 4 
occasions (2 fatal), and agranulocytosis on 5 occasions (2 fatal). 
It was estimated that reported figures represented one-third 


of the true frequency (Béttiger, L.E.B. Westerholm, British 
Medical Journal iii/1973, 339), 
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Latest reports on Phenylbutazone and Oxyphenbutazone use from 


Ciba-Geigy's leaked memos, Japan, the UK and US: 


Ciba-Geigy's internal assessment in September 1982 reported 
1182 deaths associated with Phenylbutazone and Oxphenbutazone 
use worldwide from their introduction up to 1982. More than 

a third of the victims died from the blood disorders, aplastic 
anaemia and agranulocytosis. Other deaths were caused by 
gastrointestinal bleeding, destruction of blood platelets, 


perforated ulcers, and leukaemia (The Guardian April 3, 1984). 


Ciba-Geigy's subsidiary in Japan confirmed that among the 1182 
deaths associated with both drugs reported worldwide, 18 of 
the victims were from Japan (Mainichi Daily News February 10, 


1984; see Appendix 5(g)). 


According to CSM investigations, Phenylbutazone and Oxyphenbuta- 
zone have been associated with 1,500 deaths in Britain since they 


were marketed more than 20 years ago. 


As of mid 1982, the US FDA was aware of 311 deaths of Americans 


using the drugs. 


- 19 - 


CHAPTER 3 


OXY PHENBUTAZONE 


Oxyphenbutazone is a chemical derivative of Phenylbutazone and is also 

a breakdown product (metabolite) of Phenylbutazone in the body (Laurence 
1973: 12.31), with similar actions, uses and undesirable effects described 
under Phenylbutazone. (P.Cx 1979: 626). Oxyphenbutazone is even more 
slowly excreted than Phenylbutazone and does not appear to have any 
advantage over it (P.Cx 1979: 626). In fact it has been shown to be not 
superior to Phenylbutazone in terms of its toxicity or its therapeutic 


effects (Laurence 1973: 12.32). 


According to the Physicians' Desk Reference 37 Edition, Ciba- 
Geigy's entry on its Oxyphenbutazone preparation TANDEARIL states that: 
"TANDEARIL cannot be considered a simple analgesic and should never be 
administered casually. Each patient should be carefully evaluated 
before treatment is started and should remain constantly under the close 
supervision of the physician. ... is closely related chemically and 
pharmacologically, including toxic effects, to the well-known pyrazolines 


(pyrazole compounds) amidopyrine and antipyrine' (PDR 1983: 969). 


In the 33 Edition Ciba-Geigy also states that: 
"In inflammatory conditions not involving prolonged or fatal disease, 
Tandearil, brand of Oxyphenbutazone, should be used only when the 


severity of the condition balances the potential toxicity" (PDR 1979: 900). 


Studies on Oxyphenbutazone (c.f. Martindale Twenty Seventh Edition, 1977) 
—ottindate twenty seventh Edition, 1977 


* The UK Committee on Safety of Drugs reported 16 cases of serious 
complications with 5 deaths in patients given Oxyphenbutazone 


between early 1964 and mid 1965. Toxic effects included liver 
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damage, peptic ulceration, and blood dyscrasias (Committee on 


Safety of Drugs, Adverse Reactions Series No. 3 August 1965). 


* There were 421 cases of adverse reactions to Oxyphenbutazone 
reported to the Committee on Safety of Medicines from June 1964 
to January 1973. These included 157 reports of blood disorders 
(74 fatal) including 63 cases of aplastic anaemia (40 fatal); 

38 cases of thrombocytopenia (14 fatal) and 36 cases of 
agranulocytosis or pancytopenia (15 fatal); and 16 cases of 
gastrointestinal haemorrhage (5 fatal). The incidence of reports 
and fatalities was about twice that for phenylbutazone (Cuthbert, 


M.F., Current Medical Research Opinion, 1974, 2,600). 


* An analysis of blood dyscrasias reported to the Swedish Adverse 
Drug Reaction Committee for the 5 year period 1966-70 showed 
that thrombocytopenia attributable to Oxyphenbutazone had been 
reported on 2 occasions, aplastic anaemia on 10 occasions 
(5 fatal), and agranulocytosis on 3 occasions (1 fatal). 

It was estimated that reported figures represented one-third 
of the true frequency (Bottiger, L.E.B. Westerholm, British 
Medical Journal, iii/1973: 339). 


* Two fatal cases of acute leukaemia were reported by two doctors 
in the Lancet in 1965 following treatment with Oxyphenbutazone 
in total dosages of 1 gm and 1.9 gm respectively (Sjoberg, S.G., 
& D. Perers (letter), Lancet, ii/1965, 441). 


The official reports of deaths and serious side effects from 
the use of the drugs appear to be under reported especially in the wake 
of Ciba-Geigy's leaked internal reports (1182 deaths worldwide) in 1983. 
Many deaths must have gone unrecorded in other countries and the actual 
figure would certainly run into many thousands - giving BUTAZOLIDIN 
and TANDERIL/TANDEARIL among the highest death toll known for any drug. 


To this must be added hundreds of thousands who have suffered serious 


harm from them. 


The seriousness of the situation can be seen from Ciba-Geigy's 
medical and clinical drug safety departments' (which prepared the report) 
concern regarding the use of the drug: 


' In the presence of many newer, equally effective NSAIDs 
(painkillers similar to aspirin) now available on the market 


with comparatively less toxicity, it is reasonable and 


necessary that the risk and benefit ratio for BUTAZOLIDIN and 
TANDERIL should be carefully reassessed' (The Sunday Times, 
December 4, 1983). 

The report also expressed concern over whether promotion 


of the drugs was justified for arthritis in particular. 
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CHAPTER 4 


CIBA-GEIGY'S STUDIES ON PHENYLBUTAZONE (BUTAZOLIDIN) AND OXYPHENBUTAZONE 
(TANDERIL/TANDEARIL) 


Recently, an internal study conducted by Ciba-Geigy and completed in 
February 1983 was made available. The report was about the side 
effects of two of the company's brands of drugs - BUTAZOLIDIN 
(Phenylbutazone) and TANDERIL (Oxyphenbutazone). 


According to the report, for the 29 years period between 1952 
up to the end of 1981, Ciba-Geigy documented 1485 single case reports 
(patients) with unwanted effects (u.e.) in association with BUTAZOLIDIN 
use. Between 1960 and the end of 1982, a period of 22 years, 1239 
patients suffered unwanted effects with TANDERIL use. And a total of 
1,182 people died of side-effects from the two drugs. (See Appendix 1). 


In addition, there were 1435 cases of unwanted effects 
associated with BUTAZOLIDIN use and 1352 cases associated with TANDERIL 
use in an unspecified number of patients reported to government health 


authorities and Ciba-Geigy group companies. 


In addition to the above reported cases, there were more cases 
of unwanted effects reviewed in the medical literature cited in the 
Ciba-Geigy report. Up to May 1982, a total of 5,380 patients with 
unwanted effects were reported in medical publications; 3,806 and 1,574 
of the patients were associated with BUTAZOLIDIN and TANDERIL use 
respectively. The rate of incidence of unwanted effects were 20 per 100 
patients and 6.8 per 100 patients in BUTAZOLIDIN and TANDERIL respectively. 
Further, there were 4,779 cases and 1,841 cases of unwanted effects 


associated with BUTAZOLIDIN and TANDERIL use respectively. 
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According to Ciba-Geigy 

'The fatalities reported in association with these serious 
u.e. (unwanted effects) are high being 25% for single case 
reports (patients) in association with BUTAZOLIDIN and 157 
for single case reports in association with TANDERIL not 
including those reports from the health authorities and CIBA 


- GEIGY group companies' (Ciba-Geigy report February 1983). 


The number of fatalities reported from the health authorities 
and Ciba-Geigy group companies were just as high. The number of fatalities 
in association with BUTAZOLIDIN and TANDERIL use were 22.8% (or 325 
patients) and 10.4% (141 patients) respectively. The fatalities reported 
in the medical literature were 2% and 4.8% for BUTAZOLIDIN and’ 
TANDERIL respectively. 


The most common major serious unwanted effects were blood 
disorders, gastrointestinal bleeding, liver and kidney toxicity, and 
serious skin disorders. According to Ciba-Geigy,'Dermatologic (related 
to the skin) and hematologic (related to the blood) u.e. are most 
frequently reported u.e. with both BUTAZOLIDIN and TANDERIL followed 
closely by gastrointestinal u.e.' (Ciba-Geigy report February 1983). 


Of the total 564 deaths from single case reports due to both 
Phenylbutazone and Oxyphenbutazone use, the seven most frequent causes of 


of deaths were as follows: 


1. Aplastic Anaemia 134 deaths 23.8% of total deaths 
2. Agranulocytosis 79 deaths 14.0% of total deaths 
3. G.I. bleeding or 66 deaths 11.72% of total deaths 
peptic ulceration 
or both 
4. Leukemias 49 deaths 8.7% of total deaths 
5. Erythema multiforme 34 deaths 6.0Z of total deaths 
6. Thrombocytopenia 31 deaths 5.5% of total deaths 
7. Jaundice/Hepatitis 29 deaths 5.1% of total deaths 
8. Others 43 deaths 7.6% of total deaths 
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As can be seen, the incidence of serious blood disorders reported, 
such as aplastic anaemia and agranulocytosis are high for both 
BUTAZOLIDIN and TANDERIL. The fatalities recorded were also very high 


for those having these side effects. 


In the case of those who suffered from aplastic anaemia as a 
result of BUTAZOLIDIN, there were 74 deaths out of a total of 141 patients, 
which means a 52.4% fatality rate for patients having aplastic anaemia 
from BUTAZOLIDIN use. TANDERIL use resulted in 60 deaths out of a 
total of 110 patients, which means that 54.52% of the patients who 


developed aplastic anaemia from TANDERIL use died. 


The fatalities reported for agranulocytosis from BUTAZOLIDIN 
use is 43.4% or 53 deaths out of a total of 122 patients. TANDERIL 
use resulted in 26 deaths out of a total of 78 patients or 33.3% of 


patients. 


Thrombocytopenia is the third highest blood disorder reported 
in BUTAZOLIDIN and TANDERIL use. Out of a total of 57 cases reported for 
BUTAZOLIDIN, 16 of the patients or 28.0% died. Out of a total of 46 
cases of thrombocytopenia reported for TANDERIL, 15 of the patients or 
32.6% died. 


Leukemias reported in BUTAZOLIDIN and TANDERIL use is 73 and 
14 respectively. Out of a total of 73 patients suffering from leukemias 
due to BUTAZOLIDIN use, 41 or 56.2% of them died. Out of a total of 14 
patients suffering from leukemias due to TANDERIL use, 8 or 57.1% of them 
died. 


Gastrointestinal bleeding or peptic ulceration or both are 
the most common unwanted effects reported in BUTAZOLIDIN use and the 
third highest incidence of unwanted effects in TANDERIL use. There 
were 263 and 62 cases in BUTAZOLIDIN and TANDERIL respectively. The 


fatality rate was 51 or 19.4% and 15 or 24.2% for BUTAZOLIDIN and 
TANDERIL respectively. 
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According to Ciba-Geigy, 


" In 80% of the patients with G.I. (gastrointestinal) 
bleeding or ulcer or both, the duration of treatment 
was 14 days or less .... Thus the occurrence of G.I. 
bleeding and ulcers is an early event in the course of 


treatment with either drug' (Ciba-Geigy report, February 1983). 


Other serious unwanted effects from the use of both drugs 
were erythema multiforme with its variants (Stevens-Johnson and 
Lyell's syndromes and others) jaundice/hepatitis and nephrotoxicity. 
The fatality rate of patients suffering from hepatic necrosis from 


BUTAZOLIDIN and TANDERIL use is 100% (Ciba-Geigy report, February 1983). 


- 27 - 


CHAPTER 5 
REGULATIONS CONCERNING PHENYLBUTAZONE AND OXYPHENBUTAZONE IN OTHER 


COUNTRIES 


Following the latest information regarding the side effects of 
Phenylbutazone and Oxyphenbutazone at the end of 1983, a number of 
countries have taken action to heavily restrict or ban the two drugs. 


The following are the developments on regulations in some countries. 


United Kingdom 


The UK has revoked the licensing of Oxyphenbutazone drugs 
(TANDERIL, TANDACOTE and TANDALGESIC) by Ciba-Geigy as of April 1984. 
Ciba-Geigy's Phenylbutazone products (BUTACOTE, BUTAZOLIDIN and BUTAZONE) 
will be withdrawn from general use and should only be limited to 
specialist use in patients with arthritis of the spine when no other 


drugs will do. 


Federal Republic of Germany 


The Federal Republic of Germany has restricted Phenylbutazone 
for ankylosing spondylitis (arthritis of the spine) and acute gout; and 
Oxyphenbutazone for ankylosing spondylitis only. Following these 
restrictions, Ciba-Geigy has announced the withdrawal of FIOBROL, a 


combination drug containing Phenylbutazone in the Federal Republic of 


Germany (Scrip January 25, 1984), 


Norway 


Norway has banned all drugs containing Oxyphenbutazone and 


Phenylbutazone as of April 1, 1984 (Consumer Alert January 5, 1984). 
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Japan 


In Japan, restriction on the use of the two drugs are as follows: 


Phenylbutazone: For use in rheumatoid arthritis; ankylosing 
spondylitis and acute gouty arthritis. Only for acute and 
severe cases when other anti-inflammatory analgesics are not 
effective. 


Oxyphenbutazone: For use in rheumatoid arthritis and 
osteoarthritis. Only for acute and severe cases and when other 
anti-inflammatory analgesics are not effective. The 
administration of both drugs should not exceed one week 


(Consumer Interpol Japan March 2, 1984). 


Italy 


Italy has limited the use of Phenylbutazone for acute phases of 
ankylosing spondylitis, of gout, of pelvispondylitis and psoriatic 
rheumatic polyarthritis; and Oxyphenbutazone to the acute phase of 
ankylosing spondylitis. Both Phenylbutazone and Oxyphenbutazone should 
be limited to cases where other therapies are not advisable. Sales of 
both drugs should be limited to non-repeatable prescriptions and the 
administration of both Phenylbutazone and Oxyphenbutazone should be 
limited to 7-10 days. They should not be administered in association 


with other anti-inflammatory drugs (Scrip February 29,1984). 


Sweden 


The Swedish Medicines Division of the Board of Health started 
an evaluation of the drugs in late 1983 and their work is to continue 


into 1984 (Scrip January 18, 1984). 


Finland 


The Government Medical Board of Finland has started reviewing 
these drugs and there are indications that these drugs will disappear 


from the market (Hlel. January 18, 1984). 
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United States 


The US FDA held a public hearing on Phenylbutazone and 


Oxyphenbutazone on January 31, 1984. The FDA is now conducting its 


own investigations into Ciba-Geigy's two drugs before taking further 


actions (Scrip January 23, 1984). 


Republic of Bangladesh 


In June 1982 under the new Drugs (Control) Ordinance, Bangladesh 
prohibited the manufacture, import, distribution and sale of some 1,707 


drugs. Phenylbutazone was one of them (Bangladesh Observer June 13, 1982). 


Australia 


The Australian Rheumatism Association has recommended to the 
Australian Adverse Drug Reactions Advisory Committee that the use of 
Phenylbutazone should be restricted to the treatment of ankylosing 
spondylitis, Reiter's syndrome, psoriatic arthritis and arthritis 
associated with chronic inflammatory bowel disease, acute gout and 
rheumatoid arthritis not responding to other non-steroidal anti- 
inflammatory drugs. Even in these conditions the Association does 
not consider Phenylbutazone to be the drug of first choice (WHO Drug 


Information Jan-Dec 1983: 28) 


New Zealand 


In New Zealand, The Committee on Adverse Drug Reactions in 
1978 warned that Phenylbutazone and Oxyphenbutazone ‘may induce more 
bone marrow depression’ (among the anti-inflammatory medicines), 
and that these two medicines 'should not be used for sport injuries, 
low back pain, and other conditions where there is an eventual good 
prognosis.’ It also. pointed out that 'use may be dangerous with 


increasing age’ (WHO Drug Information, July-Sept 1978 : 20). 
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Malaysia 


Under the Poisons Ordinance 1952 and the Poisons List 1983, 
Phenylbutazone and Oxyphenbutazone are listed as Group B Poisons. 


This means that both these drugs can only be dispensed by a registered 


medical practitioner on prescription. Apart from this, there are no 


restrictions on the use of the two drugs. 
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CHAPTER 6 


INTERNATIONAL MARKETING OF PHENYLBUTAZONE AND OXYPHENBUTAZONE 
nn 


Based on Ciba-Geigy's own reports, we are informed that Phenylbutazone 
and Oxyphenbutazone are extremely lethal drugs and can kill people in 
several ways. More important is the fact that despite these confidential 
warnings from its own experts and researchers issued in February 1983, 
Ciba-Geigy continues to market these two pain-killing drugs for arthritis, 


gout and rheumatism when safer alternatives are available. 


Dr. Olle Hansson, of the University of Goteborg says that 
" These drugs should be taken off the market immediately. Warning 
voices have been raised, but have been effectively quelled by Ciba- 
Geigy's marketing strategy’ (The Sunday Times, December 4, 1983). 
Ciba-Geigy sells about £65 million worth of these drugs a year 
worldwide. In Britain alone, about one million prescribtions for 


BUTAZOLIDIN and TANDERIL have been issued each year. 


It appears that Ciba-Geigy is unlikely to change its marketing 


policy regarding the drugs unless forced to by legislation. 


In fact the marketing practices of Ciba-Geigy for both 
these drugs worldwide is highly unethical. This is especially so in 


the Third World countries. 


For instance, in 1980, Dr. Milton Silverman of the University 
of California found that Phenylbutazone products in Latin America 
were ‘described as useful not only in serious forms of arthritis but in 
a wide variety of conditions described vaguely as marked by fever, 
pain, and inflammation'. Ciba-Geigy's BUTAZOLIDINE ALKA (which includes 
antacid) according to Dr. Silverman was recommended as ‘especially 


indicated for patients with sensitive stomachs and prolonged treatments, 
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as well as in infancy, adolescence, and advanced age’. In some countries 
in Latin America, he found 'no contraindications, warnings, or adverse 


reactions were mentioned’ (Silverman, Milton 1976: 36, 38-41). 


Similarly, although Oxyphenbutazone marketed in the US (under 
the brandname TANDERIL) is essentially the same as those for Phenylbutazone, 
he found in his study of Latin America that the indications for both 
Ciba-Geigy's TANDERIL and Mckesson's OXYFENBUTAZONA MK are far broader 
and include bronchitis, tonsillitis, laryngitis, otitis and sinisitus.- 
Contraindications and warnings are also minimized and many adverse 
reactions some of which are serious and potentially fatal like loss of 
hearing, agranulocytosis, aplastic anaemia, leukaemia, ulceration and 
perforation of the large bowel, Stevens-Johnson Syndrome, cardiovascular 
reactions, and kidney complications are not disclosed (Silverman, 


Milton 1976: 36-7, 42-5). 


CAP's investigations of information on Phenylbutazone and 
Oxyphenbutazone in the Commonwealth countries also revealed similar 


discrepancies. 


For example, in Australia,Geigy's entry in the Monthly Index of 
Medical Specialities (MIMS) , Annual Australian Edition 1978 recommends 
dosages for ‘children aged 6 years or older’ (MIMS Annual 1978: 5.4). 
Similarly, Geigy's entry in MIMS, Australia recommends dosages for 


"children, 6 years or older’ (MIMS Vol 16 No. 6 1979 : 62). 


According to research conducted. by Charles Medawar of the British 
based organisation Social Audit,no related warnings about use in 
children and senile patients were found in Geigy's Phenylbutazone 
preparations listed in MIMS United Kingdom and MIMS Ireland, and in MIMS 
United Kingdom, dose schedules for children were found for BUTACOTE and 


BUTAZOLIDIN. (Medawar, C., 1980: 2.10). 
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CHAPTER 7 


DRUG INFORMATION AND BRANDS SOLD IN MALAYSIA 


In Malaysia, doctors obtain information on Phenylbutazone and 


Oxyphenbutazone from three major sources. They are : 


a) The Drug Index for Malaysia and Singapore (DIMS). DIMS is 
a quarterly publication on ethical medicines available in 
Malaysia and Singapore. It is prepared by the pharmaceutical 


companies and distributed free to doctors in both countries. 


b) Drug advertisements and brochures which are distributed free 


to doctors by drug company detailmen. 


c) Drug inserts which come together with the drugs when they are 
purchased. The insert gives information on the use, dangers 
and precautions to be taken when the drug is used. The 
instructions and information on the drug insert is provided 


by the company which markets its particular brand product. 


In the following chapters, we will examine information from 
these three sources which are provided to doctors in Malaysia. The 
information was obtained by referring to the DIMS publication; by 
examining some advertisements which appear in DIMS and journals like 
the Berita Farmasi and brochures published by the drug companies; and 
finally by examining the package inserts of the various Phenylbutazone 
and Oxyphenbutazone products published by the pharmaceutical industry. 
In general, it was found that the information regarding both drugs 
provided by the pharmaceutical industry from these three scurces were 
inadequate and in some cases found to be misleading. Some of the 


preparations also contained other potent-painkillers in combination. 
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In Malaysia, the Drug Index for Malaysia and Singapore (DIMS) 
Vol. 12 No. 3 September 1983, lists 24 Phenylbutazone and Oxyphenbutazone 
preparations, three of which are available as ointment preparations. 
All 24 preparations are Group B Poisons (DIMS September 1983 : 109 - 118, 
138, 260-62), which means that according to the law, these drugs can 
only be dispensed by a medical practitioner on prescription. However, 


CAP staff were able to purchase six of them over the counter. 


The manufacturers of the various Phenylbutazone and Oxyphenbutazone 
preparations together with their contents are listed in Table II. 
From the table it can be seen that the manufacturers of both drugs 
(except for Pharmmalaysia) are all foreign. Ciba-Geigy markets eight 
of its Phenylbutazone and Oxyphenbutazone preparations in Malaysia. 


This makes it the largest manufacturer of the drugs in the country. 


TABLE II: Phenylbutazone and Oxyphenbutazone preparations available 


in Malaysia 


Source : DIMS September 1983 


Brand Name Manufacturer Contents 

1 ALAXAN Therapharma Phenylbutazone 125 mg 
Carisoprodol 125 mg 

2 AMIZONE Weber Phenylbutazone 150 mg 
Amidopyrine 150 mg 
Lidocaine HCL 10 mg 

3 BUTACOTE Geigy Phenylbutazone 100 mg 

4 BUTAPIRAZOL  Clech Polfa Phenylbutazone: 


Tablets 200 mg 
Injection 200 mg/ml x 3 ml 


5 BUTAZOLIDIN _ Geigy Phenylbutazone 100 mg; 200 mg 


6 BUTAZONE Protea Phenylbutazone 100 mg; 200 mg 
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10 


11 


12 


13 


14 


15 


16 


17 


18 


Brand Name 


FENAZONE 


IRGAPY RIN—N 


KOMBIZONE 


MEPHARIL 


PROPY ZONE 


REALIN 


RHEUMOPYRINE 


SUGANRIL 
TANDACOTE 


TANDALGESIC 


TANDERIL 


TOMANOL 


Manufacturer 


Weber 


Geigy 


Weber 


Mepha 


AM Pharma 


Geigy 


Clech Polfa 


Pharmmalaysia 
Geigy 


Geigy 


Geigy 


Byk Gulden 


Contents 


Phenylbutazone 
Lidocaine 


Phenylbutazone 
Propyphenazone 


Phenylbutazone 
Propyphenazone 


Oxyphenbutazone 


Phenylbutazone 
Propyphenazone 


Oxyphenbutazone 
Prednisolone 


Phenylbutazone 
Aminophenazone 


Oxyphenbutazone 
Oxyphenbutazone 


Oxphenbutazone 
Paracetamol 


Oxyphenbutazone 


Injection: 


200 mg/ml x 3 ml 
1% 


125 mg 
125 mg 


125 mg 
125 mg 


100 mg 


125 mg 
125 mg 


100 mg 
2.5 mg 


125 mg 
125 mg 


100 mg 
100 mg 


75 mg 
300 mg 


100 mg 


per ampoule 2m (3 ml): 
Phenylbutazone 240 mg (360 mg) 


Isopyrin 


Tablet: 


480 mg (720 mg) 
Cinchocaine HCL 6.6 mg for 3 ml amp only 


Phenylbutazone 100 mg 


Isopynn HCL 
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200 mg 


Brand Name Manufacturer Contents 


19° TRABIT Mepha Injection: 
per ampoule A: 
Phenylbutazone 400 mg 
Sodium—O-Salicylamide acetate 150 mg 
Dexamethasone 4mg 
Lignocaine HCL 4mg 
Injection: 
per ampoule B: 
Phenylbutazone 400 mg 
Sodium—O-Salicylamide acetate 150 mg 
Vit B12 2500 mcg 
Dexamethasone 4mg 
Lignocaine HCL 2 mg 
Tablet: 
Phenylbutazone 62.5 mg 
Dexamethasone 250 mg 
Vit B12 500 mcg 
Vit Bl 30 mg 
Alum Glycinate 200 mg 
Rectocap: 
Phenylbutazone 200 mg 
Dexamethasone 1 mg 
Vit B12 2000 mcg 
20 ZOLANDIN Pharmmalaysia Injection: 
per 3 ml ampoule: 
Phenylbutazone 600 mg 
Lidocaine 30 mg 
Tablet: 
Phenylbutazone 100 mg 
21 #$ZU—IRIN CCPC Injection: 


per 3 ml ampoule: 

Phenylbutazone 450 mg 
Aminopyrine 450 mg 
Lidocaine HCL 30mg 
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Brand Name Manufacturer 
OINTMENT 
22 ALPHA—KADOL Sanofi/Clin 


23 


24 


Midy 
DEXTRARINE Lab Egic 
PHENYLBUTAZONE 
BUTAZOLIDIN Geigy 
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Contents 


Per 100 gm 
Phenylbutazone 5 g 
Chymotrypsin complex 
2,500,000 units 


Per 100 gm 
Phenylbutazone 4g 
Dextran Sulphate 2 g 


Phenylbutazone 5% x 30 g 


CHAPTER 8 


DRUG INFORMATION IN MALAYSIA : PHENYLBUTAZONE 
ENTE LDULALONE 


(1) DIMS Information on Phenylbutazone: 


There are 18 preparations of Phenylbutazone listed in DIMS 
Vol. 12 No. 3 September 1983. Although they are Group B Poisons, CAP 
staff were able to purchase three of them from the pharmacy and 


drug stores. 


(2) Warnings and Contraindications: Inadequate Information 


Under the notes on ‘Antirheumatic, Anti-inflammatory 
Analgesics’, Phenylbutazone and its derivatives are listed under 
"Pyrazolones'. Information on these drugs is given in the following 


manner: 


'Contra-Indications: Blood dyscrasias, severe renal, cardiac 
or hepatic insufficiency; thyroid disease; gastro-intestinal 
ulceration, patients in whom aspirin or other non steroidal 
anti-inflammatory agents have induced an asthmatic attack, 


rhinitis, or urticaria. Hypersensitivity to pyrazolones. 


Special Precautions: Elderly patients may cause fatal 
agranulocytosis. During prolonged therapy, frequent blood 
count is necessary. Sodium and fluid retention may occur. 
May reduce uptake of iodine by thyroid glands. Use with 
great caution, if at all, in persons receiving oral 
anticoagulants or hypoglycaemics as activity of the drugs 
is enhanced. May enhance the effects of phenytoin and 
sulphonamides. Persistent sore throat or fever must be 


investigated fully as it may signify bone marrow depression. 
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Do not administer concurrently with plasma protein bound 


drugs' (DIMS September 1983 : 108 - 9). 


The information given on Phenylbutazone is extremely skimpy. 
No warnings are given on the extreme toxicity of the drug. No where 


is it mentioned that the drug is contraindicated in children and 
senile patients. Neither are physicians warned that close monitoring of 
the patient is vital. Instead it recommends that "during prolonged 
therapy, frequent blood count is necessary'. This is most misleading 
as Phenylbutazone should not be recommended for more than seven days. 
There is no mention that the drug should be avoided in pregnancy and 

by nursing mothers. Compared with the detailed information provided in 
the PDR on Phenylbutazone, DIMS information on the drug is misleading 


and highly deficient. 


(3) Indications Given 


Besides the lack of information on adverse effects and 
contraindications, the information given in DIMS on indications, and 


the nature of the drug content, are also very disturbing. 


Many of the preparations listed "Indications" for a wide 
range of aches and pains including mere 'pain and stiffness in muscles 
and joints, lumbago, tension headache',even 'virus infections and 
fever' and for 'long term treatment’. Similarly the 'Contraindications' 
do not list all the important conditions in which Phenylbutazone 


should not be given. These preparations include: 


* AMIZONE (Weber) 


"Indications : Inflammatory and rheumatic conditions, neuritis, 
neuralgias and virus infections (herpes Zoster)'. 


* BUTACOTE (Geigy) 


"Indications : Rheumatic arthritis, osteoarthritis, acute 
rheumatism, bone and muscle pain’. 


© &) = 


BUTAPIRAZOL (Clech Polfa) 


' — . 
Indications : Rheumatic affections'. 


BUTAZOLIDIN (Geigy) 


' . ° . 

Indications: Rheumatic affections eg rheumatic fever, 
arthritic conditions, fibrositis, ankylosing spondylitis, 
superficial thrombophlebitis, acute gout.' 

BUTAZONE (Protea) 
-‘Indications : Rheumatoid arthritis, osteoarthritis, lumbago, 
gout and similar conditions’. 


FENAZONE (Weber) 


"Indications : Rheumatic affections’ 


IRGAPYRIN - N (Geigy) 

"Indications : For the treatment of inflammatory and 
rheumatic disease, fever'. 

KOMBIZONE (Weber) 


"Indications : Inflammatory and rheumatic disease, fever’. 


PROPYZONE ( A M Pharma) 


"Indications : Pain, rheumatic arthritis, osteoarthritis, 
acute rheumatism’. 


TOMANOL (Byk Gulden) 


"Indications : Rheumatic disorders and diseases associated 
with pain, inflammation and fever'. 


TRABIT (Mepha) 


"Indications : Acute ankylosing spondylitis, polyarthritis, 
ischial neutritis, severe neuralgia, other painful rheumatic 
conditions. Initial treatment of chronic rheumatic 
disease’. 


ZOLANDIN (Pharmmalaysia) 


"Indications : Tab Rheumatoid arthritis and related disorders 
Inj Rheumatic affections eg rheumatic fever, arthritic 
conditions, fibrocitis,. ankylosing spondylitis, superficial 
thrombophlebitis, acute gout’. 
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* ZU-IRIN (CCPC) 


"Indications: Rheumatism, neuralgia, neuritis, ankylosing, 
spondylitis, pyrexia after operation, rheumatoid arthritis, 
osteoarthritis, lumbago, gout and similar condition’. 


* ALAXAN (Therapharma) 


‘Indications : Pain & stiffness in muscles and joints, 
musculoskeletal disorders, tension headache, neuralgias’. 


(4) Brands containing Phenylbutazone with Propyphenazone 


Three brands also contain an equal amount of Propyphenazone, 
a chemical derivative of Phenazone which belongs to the same group 
of drugs as Phenylbutazone and Oxyphenbutazone called pyrazolone 
derivatives. Potentially fatal or permanently disfiguring lesions, 
including toxic epidermal necrolysis, exfoliative dermatitis and 
Stevens-Johnson syndrome, have each been attributed to drugs within 
this group (WHO Drug Information July-September 1977 : 8-9). The 


three brands are: 


* IRGAPYRIN - N (Geigy) 
* KOMBIZONE (Weber) 
* PROPYZONE ( A M Pharma) 


(5) Brands containing Phenylbutazone with Aminopyrine 


Four others contain Isopyrin and Aminopyrine (Amidopyrine/ 
Aminophenazone). Aminopyrine is an extremely toxic drug. According to 
the Martindale Twenty Seventh Edition, 'The risk of agranulocytosis in 
patients taking amidopyrine is sufficiently great to render this drug 
unsuitable for use’. Because of its extreme toxicity and suspected 
carcinogenic hazards, Amidopyrine is banned or withdrawn from many 
countries including the USA, Australia, Sweden, Denmark, United 
Kingdom, Federal Republic of Germany, Japan, India and the Yemen 
Arab Republic. (WHO Drug Information Jan - March 1977 : 9-10; July-Sept 
1977: 8-10; Jan-March 1979 : 19; April-June 1979 : 13; Oct-Dec 1979: 16) 
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However this drug continues to be marketed in Malaysia in combination 
with extremely hazardous drugs like Phenylbutazone. The four brands 
containing both Phenylbutazone and Amidopyrine are: 


* AMIZONE (Weber) 
Amidopyrine 150 meg 


* RHEUMOPYRINE (Clech Polfa) 
Aminophenazone 125 mg 


* TOMANOL (Byk Gulden) 
Isopyrin 480 mg 


* ZU - IRIN (CCPC) 
Aminopyrine 450 mg 


(6) Brands indicating dosages for children 


According to the Physicians’ Desk Reference, Phenylbutazone 
"should not be given to children 14 years or less'. None of the brands 
sold in Malaysia warn against giving children the drug. Moreover, 
there were four brands in DIMS indicating dosages for children. 
They are: 
* BUTAZOLIDIN Tablet (100 mg & 200 mg) (Geigy) 


Dosage: Children: Dosage reduced in proportion to body 
weight (5 - 10 mg/kg). 


* IRGAPYRIN - G Tablet (125 mg) (Geigy) 
Dosage: For children: 5 mg/kg by mouth per day 
(for maintenance). 


* KOMBIZONE Tablet (125 mg) (Weber) 
Dosage: Children 5 mg/kg body weight daily. 


* TOMANOL Tablet (100 mg) (Byk Gulden) 
Dosage: Children above 6 years old. Initial 10 mg/kg 
body weight daily of phenylbutazone. 
Maintenance : 5 mg/kg body weight daily of phenylbutazone. 


(7) Brands with dosages above 400 mg daily 


Although toxicity can occur when the dosage exceeds 400 mg 


daily, some of the preparations had dosages far exceeding 400 mg daily. 
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In the case of maintenance dosage, Ciba-Geigy's entry in the PDR 37 
Edition, 1983 states that the daily dosage should not exceed 400 mg yet 


some preparations exceeded this level. They are: 


* BUTAZOLIDIN (Geigy) 
Dosage: Initially : 400 - 800 mg daily. 


* TOMANOL (Byk Gulden) 
Dosage: Initial 2 - 3 x 2 ml amp IM on first day (which 


amounts to 480 - 720 mg), subsequently 2 tabs three times 
daily (which amounts to 600 mgs). 


* ZOLANDIN (Pharmmalaysia) 
Dosage: Inj. Adults: Initially 400 - 800 mg daily. 


* ALAXAN (Therapharma) 
Dosage: Adults: 2 tabs three times daily 
(which amounts to 250 x 3 = 750 mgs). 


CHAPTER 9 


DRUG INFORMATION IN MALAYSIA : OXYPHENBUTAZONE 
neat lathe 


(1) DIMS Information on Oxyphenbutazone: 


There are six preparations of Oxyphenbutazone listed in DIMS 
Vol 12 No. 3 September 1983. All six are schedule B Poisons. However 


CAP was able to purchase three of them from the pharmacy and drug stores. 


All six preparations were recommended for very general and 


trivial conditions. 


%* 


MEPHARIL (Mepha) 


Indications : Inflammation and swelling of any origin. 


* REALIN (Geigy) 


Indications : Non-articular rheumatism inflammatory 
rheumatic affections, degenerative rheumatic diseases. 


* SUGANRIL (Pharmmalaysia) 


Indications : Anti-inflammatory agent 


* TANDACOTE (Geigy) 


Indications : Inflammation & swelling due to sprains, 

fractures or surgical interventions. All forms of 
inflammatory and degenerative rheumatism and as pre-operative 
and post-operative medication to prevent and treat inflammation 


and swelling. 


* TANDALGESIC (Geigy) 


Indications : Pain associated with swelling or inflammation 
of traumatic origin. Painful post-operative swelling and 
inflammation. Rheumatic pain. 
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* TANDERIL (Geigy) 
Indications : Inflammation and swelling of any origin. 


TANDALGESIC warns under the heading ‘Dosage’: "Do not give- 


to infants.' The impression given is that it is safe for children 


other than infants. 


The above examples reveal that many of the Phenylbutazone 
and Oxyphenbutazone preparations listed in DIMS are recommended for 
trivial and general conditions ranging from ‘tension headache, virus 
infections and fever to inflammation and swelling of any origin’. 
These conditions can hardly be described as prolonged, severe or 
fatal to warrant the use of these drugs given its potential severe and 
fatal toxicity. Such claims by drug companies are gross exaggerations. 
In many brands, initial dosages and maintenance dosages are dangerously 
beyond the recommended safety levels. These instructions are both 
misleading and unethical. Apart from this, the warnings and contraindica- 
tions listed for these two drugs are very general and minimal. This 
is a major cause of concern when it is realized that DIMS which is based 
on information supplied by the drug companies is distributed free to all 
doctors in Malaysia and Singapore. It is the major source of quick 
reference for most doctors who are often too busy to refer to more 
objective sources of information on drugs. It would be no exaggeration 
to say that many doctors rely heavily or even solely on DIMS for their 


sources of drug information. 
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CHAPTER 10 


ADVERTISEMENTS On PHENYLBUTAZONE AND OXYPHENBUTAZONE IN MALAYSIA 


In this chapter advertisements on both drugs which appear in DIMS, 


Berita Farmasi the journal of the Malaysian Pharmaceutical Society, 


and coloured brochures and drug inserts produced by the drug 


companies are analysed. 


(1) Advertisements on Phenylbutazone in DIMS: 


* 


In DIMS Vol 9 No 2 May 1980 Mepha (a Swiss pharmaceutical 
company ) advertises its Phenylbutazone preparation TRABIT' for 
the treatment of rheumatic conditions’ which is ‘now 
available without Aminophenazone' This is seriously 
misleading because Phenylbutazone is chemically related to 
Aminophenazone, a drug well known to damage the bone 

marrow (Drug and Therapeutics Bulletin January 27 1984). 

Even without Aminophenazone it is a dangerous drug. There 

is no further information on the Contraindications, 


Warnings and Precautions regarding the use of the drug. 


(2) Advertisements on Oxyphenbutazone in DIMS: 


* 


In DIMS Vol 8 No 3 September 1979 Geigy advertises TANDALGESIC 
for treatment 'In traumatic injuries with Painful 
Inflammation. Ensure a speedy recovery and enables the 
patient to resume normal activity more quickly.' Also 
included are three illustrations on top of the page 
depicting a workmen who has injured himself whilst using a 
hammer; a man who sustains aches and pains after falling 


off a ladder while painting, and a sportsman who suffers 
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"Painful Inflammation 


bai Ge 


andalgesic 


for all 


PAINFUL INFLAMMATION | 


encountered in 


®@ GENERAL PRACTICE 


foontusions, sprains, } 


® SURGERY 
prevention and treatment of sost-surgical 
pein and influmimeation, } 


@ O&G 
fadosxitis, dysmenormosa. } 


ENT. 
(otitis media, otitis externa...) 
@ ODONTOLOGY 


icamplicated extraction, dental 
absoegasy, .... 


¥ Availability: Packs of 500 cap ales. 


Dosage: Initial dose: 2 caps 
— 


For the treatment 
of rheumatic conditions 
Composition 


Twin ampoules 


DIMS advertisements on TRABIT (Phenylbutazone) and 
TANDALGESIC (Oxyphenbutazone). No dangers or 
. warnings regarding the use of the drugs are listed. In the 
apenas oa TANDALGESIC ads, the drug is also recommended for 
4 ; sma minor and trivial ailments like sprains, menstrual pain 
and tooth ache. 


Switzerand 


Trabit® 


mobility and 
eliminates pain fast 


haentin 3 and Sina 
sy a 3 and Sinaz 


CHEAH and FAM SDN. BHD 
P 30x 6545. Kanipong Tun 
P Malaysia 71397 
CHEAH and FAM (S) PTE. LTD 
f Wx 9137 


Proven de High quality pharmaceuticals 
millions of cases from Switzerland 
Road, $ japore 


if 
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an injury. Following this, there are three other illustrations 
which show the three same individuals at their respective 
activity, implying that TANDALGESIC will restore 'normal 
activity’ in no time. This is unethical because the advertise- 
ment implies that TANDELGESIC or Oxyphenbutazone, a highly 
dangerous drug can be used for trivial aches and pains when 


in fact it should be given for very specific conditions only. 


In DIMS Vol 9 No 1 January 1980 Geigy brazenly advertises 
TANDALGESIC "for all PAINFUL INFLAMMATION encountered by 
general practitioners, surgeons, obstetrician and gynaecologists, 


ear, nose and throat specialists and dental surgeons". 


To recommend Oxyphenbutazone to medical practitioners for such 


trivial and wide ranging conditions is most shocking and disgraceful. 


Drug companies must not be allowed to promote such a potent and toxic 


drug for such minor conditions. 


* 


In the May/August 1979 issue of Berita Farmasi (page 2), 
SUGANRIL brand of Oxyphenbutazone marketed by Pharm Malaysia 
recommends the drug as a ‘Major anti-inflammatory agent' 
with four major actions: 


we 


SUGANRIL : 


Reduces the amount of inflammatory exudate. 
Removes inflammatory debris from the site of infection. 


Helps in breaking down of large protein molecules into 
their smaller constituents. 


Thus, clears the way for better availability of antibiotics 
at the site of infection. In addition, Suganril checks 
excessive inflammation accompanying injection. 


° e : 
Relieves pain, swelling, tenderness, redness and fever. 


Not a single mention of its use only in severe forms of 


arthritic conditions is stated. 


In two brochures on SUGANRIL distributed to the medical 
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Advertisements on MEPHARIL 


and SUGANRIL 


Oxyphenbutazone) in the DIMS and Berita Farmasi 
ens eu (A and B); Leaflets on SUGANRIL dis- 
tributed to doctors (C and D). In all cases, the drug 
is recommended for minor ailments and no danger 
or warning regarding the use of the drug ts mentioned. 


Switzerland 


has triple effect 


— anti-inflammation 
~ anti-exudatory 
— analgesic 


Mepharil® 


High quaiity pharmaceuticals 


— from Switzertand 


Suganril® 


Oxyphenbutazone 


Major non-hormonal 
anti-inflammatory agent 


Suganril® 


Suganril® 


Suganril® 


Suganril® 


Reduces the amount of 
inflammatory exudate 


Removes inflammatory 
debris from the site of 
infection 


Helps in breaking down of 
large protein molecules 
into their smaller 
constituents 


Thus, clears the way 
for better availability of 
antibiotics at the site of 
infection 

In addition, Suganril 
checks excessive 
inflammation accom- 
Ppanying infection. 
Relieves pain, swelling, 


tenderness, redness 
and fever 


for better diffusion of antibiotics 
to the site of infection 


MEDICINES YOU CAN TRUST 
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For the medical profession only 


Suganril’ 


the potent anti-inflammatory agent 


¢ Stabilises capillary permeability 
e Checks excessive exudation 
¢ Resolves inflammatory exudate 


SUGANRIL 


breaks down large protein molecules and, therefore 


SUGANRIL 


clears the way for proper diffusion of antibiotics resulting in higher concent- 
ration of an antibiotic in the infected tissue 


In addition, Suganril quickly controls fever, pain and swelling 


SUGANRIL 


Your logical choice with an antibiotic 
HIGH SUCCESS RATE (as an adjunct) in various infections 


*Billow, B.W. et al, Journal of New Drugs, Vol. 2, No. 2, March-April 1962. 


@® Trade Mark of Suhrid Geigy Lid. 


= Suhrid Geigy 


Pharmaceutical Division 
Shree Niketan, Shiv Sagar Estate, Or. Annie Besant Road, Worli, Bombay 400 018 $G/127/578 


Suganril rapidly 
controls inflammation 
caused by 


I nfections (as an adjunct to antibiotics)* 


By clearing the way for better availability of antibiotics 
at the site of infection, SUGANRIL ensures optimal 
therapeutic response and quick recovery. Also provides 
prompt symptomatic relief from pain, fever and swelling. 


Trauma (for early restoration of activity) 


Sprain, strain, contusion, dislocation, fractures, 
sports injuries and road-side accidents 


Surgery 

Pre-operative (2-3 days) and post-operative (7-10 days) 
administration of Suganril results in 

— diminished local oedema 


— reduced post-operative requirement of analgesics 
— proper healing without excessive scarring 


Rheumatic disease 


Pain-free mobility in osteoarthritis, rheumatoid arthritis, 
ankylosing spondylitis, bursitis,tenosynovitis, painful shoulder 
and non-articular rheumatism e.g., fibro myositis 


"1. Billow, B.W., et al, Journal of New Drugs, Vol. 2, No. 
March-April 1962, pp. 115-119. > 


2. Singh, R.A. and Basu Mallik, M.K., the Indian Practitioner. 
August 1972, Vol. XXV, No. 7, pp. 349-354. >. 


profession a few years ago, this brand of Oxyphenbutazone reads 


"SUGANRIL rapidly controls inflammation caused by: 


Infections (as an adjunct to antibiotics) 
Trauma (for early restoration of activity) 
Surgery 


Rheumatic disease 


On the second brochure, one is informed that SUGANRIL 'Clears 
the way for effective antibiotic action at the site of infection’. 
It further reads that ‘High Success Rate (as an adjunct) in various 


infections’ is '82Z'. 


In both brochures, it appears that promotion of the drug is of 
primary concern and not the provision of important information . 


regarding the actions, dangers and warnings on the drug. 


CHAPTER 11 


DRUG INSERTS IN MALAYSIA 


Drug inserts, that is information concerning the use, dangers and 
precautions to be taken for the drug which comes together with the 
product were also examined. The drug inserts found in Malaysia were 
recommending the drugs for a wide variety of ailments and many of the 


dangers of the drugs were not sufficiently stressed. 


(1) Drug Insert for BUTAZOLIDIN (See Appendix 2(a)) 


In the drug insert for BUTAZOLIDIN>Geigy also recommends 
Phenylbutazone for 'Rheumatic fever, muscular rheumatism, rheumatism 
affecting subcutaneous connective tissue, neuritis, coxal periarthritis, 
humeral epicondylitis, and rheumatic disorders of the tendons. 
Non-rheumatic affections; intervertebral disc lesions, and also as 


symptomatic therapy in Hodgkin's disease and other malignant conditions’, 


Under 'Contra-indications' Geigy makes no mention of 
children fourteen years or less, and senile patients. There are two 
groups, ‘Absolute’ under which are listed ‘peptic ulcer, 
leucopenia, haemorrhagic disthesis and drug allergies' and 
'Relative' where ‘diseases of the heart, kidneys or liver (the drug 
should not be employed in the presence of frank cardial, renal or 


hepatic insufficiency)" are mentioned. 


Geigy has not mentioned that 'patients with a history of 
gastrointestinal inflammation or ulceration, including severe or 


recurrent or persistent dyspepsia should not be treated with the drug' 
(PDR 1979 : 888). 
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Geigy Geigy 


*Butazolidin 


Antirheumatic, anti-inflammatory 


*Butazolidin 


Antirheumatic, anti-inflammatory 


important Note: Butazolidin cannot be con- 
sidered a simple analgesic and should never be 
administered casually. Each patient should be 
carefully evaluated before treatment is started 
and should remain constantly under the close 
supervision of the physician. The following 
cautions should be observed: 


Butazolidin exerts an anti-inflammatory, analgesic, and antipyretic action. 
Thanks to this broad gamut of effects it is particularly suitable for the 
treatment of rheumatic disorders. Butazolidin is, in fact, one of the most 
effective antirheumatic drugs currently available; it has also been found to 
elicit good responses in non-rheumatic conditions characterised by painful 
inflammation and fever. 


Inflammatory rheumatic affections: rheumatoid arthritis, ankylosing spondyli- 
lca teoarthrosis, spondylitis and spondylar 

tive rheumatic diseases: osteoarthrosis, ylar- : hi. 
thritis, and intervertebral disc syndrome (herniated disc, lumbago, sciatica). Ciba-Geigy s entry on the same drug in the US 
Soft-tissue rheumatism (fibrositis syndrome): tendomyopathy, tendinitis, Physicians’ Desk Reference which strictly warns 


posta bursitis, scapulohumeral and coxal periarthritis, and humeral that BUTAZOLIDIN is no ‘sim ple analgesic and 


Non-rheumatic indications: superficial thrombophlebitis, attacks of gout, and should never be administered casually’. 
symptomatic therapy for Hodgkin's disease and other malignant conditions. 


Ciba-Geigy’s drug insert for BUTAZOLIDIN which 
recommends the drug for a wide variety of ailments, 
some of which are trivial and minor. 


IRGAPYRIN-N Geigy 


“Irgapyrin Geigy Ciba-Geigy 


Contents: Phenylbutazone 125 mg, 
— ahti-inflammatory, antipyretic, and analgesic Seo yDRBUREONE 195 ing. 
agen 


Indications: For the treatment of in- 
Sonopmeens ra per haga flammatory and rheumatic disease, fever. 


Each coated taplet contains: Dosage: For a dults 1-3 tabs per day (for 
a ir nce). For children: 5 mg/kg by 
(= phenylbutazon.) . maintena : mA 
1-Phenyl-2,3-dimethyl-4-dimethylamino-5-pyrazolone ; mouth per day (for maintenance). 


Voce bboabaty carinii: C/! & S/P: See notes 3 section 4c. 


1,2-Diphenyl-3,5-dioxo-4-n-butylpyrazolidine Poison: P; S3 (S). B (M). 


= phenylbutazon.) . : Tab 50's. 500’s. 
; “Phenyl-2.3-dimethyl-4-dimethylamino-5-pyrazolone J P/P 


(= aminophenazon.) 


Drug insert for IRGAPYRIN which contains Amino- IRGAPYRIN listed in DIMS does not mention 


phenazone, a very toxic drug banned in several coun- Aminophenazone but Propyphenazone instead. 
tries. 
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There is no mention that the drug is contraindicated in 
patients with hypertension, thyroid disease and in patients receiving 
other potent chemotherapeutic agents like phenytoin, sulphonamides and 
long-term anticoagulant therapy (PDR 1979 : 888). This is however 
casually mentioned under 'Note' which states that 'Butazolidin may 
prolong or potentiate the effect of other drugs. This possibility must 
be borne in mind, for example, in patients receiving concomitant 


treatment with anticoagulants or oral antidiabetics". 


There are no warnings regarding careful and detailed 
instructions to and observations of aging patients forty years 


and over who are receiving the drug. 


Neither are there any 'Precautions' listing that 'A complete 
physical examination’ and 'A Complete Weekly (especially the aging), 
or an Every Two Week Blood Check ' (PDR 1979 : 888). Under the ‘Note’ 
in the insert is mentioned that 'In the course of prolonged medication, 
it is advisable to perform periodic blood counts". No further details 
are given instead following is this ‘sentence, ‘For further details, see 
Prescriber's Guide’. There is also no mention of the incidence of 
leukaemia. Neither is it stated that 'Patients should be warned to report 
immediately to the doctor the oceurrence of fever, sore throat, oral 
lesions, salivary gland enlargement, black or tarry stools, weight gain, 


edema (fluid retention): and any other sign or symptom pertinent to the 
individual case' (PDR 1979 : 888). 


Under "Dosage" is stated: 


* ‘Adults: Initially 2-4 tablets of 200 mg. (4-8 tablets of 100 
mg) or 2-3 suppositories daily. | 


Daily dose for maintenance: 1-2 tablets of 200 mg (2-4 tablets 
of 100 mg) or 1-2 suppositories. 


This is equivalent to 400-800 mg or 500-750 mg (1 suppository = 250 mg) 
daily, above the maximum dosage of 400 mg daily recommended by 


Ciba-Geigy in its entry on BUTAZOLIDIN in the PDR 37 edition 1983. 


It further states that 'In elderly patients, as well as for 


~ 54 ~ 


long-term therapy, smaller maintenance doses are indicated’, This is 


most dangerous because there is an ‘exceedingly high risk of severe 


, ; ‘ , : 
fatal toxic reactions’ among this group of patients and every effort 


must be made to discontinue therapy after seven days treatment with the 
drug (PDR 1979 : 889). 


Geigy also list dosage for 'children aged over 6 years'. This 
contradicts the PDR warning against giving the drug to children of 


14 years or less. 


(2) Drug Insert for IRGAPYRIN (See Appendix 2(b)) 


In the drug insert for IRGAPYRIN, Geigy states that: 

'Irgapyrin exerts a potent anti-inflammatory, analgesic, and antipyretic 
action. Its indications comprise rheumatic diseases as well as 
non-rheumatic conditions similarly characterised by inflammation and 
pain’ . 

The drug lists 'Indications' for ‘Rheumatic fever, 
Intervertebral disc lesions, low back pain, sciatica, neuralgia, 
fibrositis, myalgia’, and ‘as an adjunct to chemotherapy in bacterial 
and viral infections such as herpes zoster and glandular fever. As an 
analgesic in erythema nodosum (occurring in the course of rheumatic 


illnesses) and malignant tumours, as well as in oral surgery’. 


Under 'Contra-indications' Geigy's entry for IRGAPYRIN is 
almost identical to the entry for BUTAZOLIDIN with two exceptions. 
Unlike the BUTAZOLIDIN insert, IRGAPYRIN also states ‘tendency to 
convulsions (epilepsy, tetany)" and ‘old age'. 

There is no 'Warning' or 'Precautions' and the information in the 
'Note' column is nearly identical to that found in the BUTAZOLIDIN 
insert. (See Appendix 2(a)) 

Under 'Dosage' is stated: 

"Adults: Initially, divided over the day : 4 tablets or 2 
suppositories’ which is equivalent to 500 mg with a ‘Daily dose for 


maintenance’ which is 150-300 mg or 250-500 mg (suppository)daily. 
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The dosage for children is also similar with an initial higher 
dose of 10 mg/kg body-weight daily ... to 'be reduced for maintenance 
therapy to 5 mg/kg daily or 4 suppository (125 mg in children 10 years 
old and below) or 1 suppository (250 mg in children over 10 years old), 


once or twice daily’. 


Geigy also recommends IRGAPYRIN 'In oral surgery : 3 tablets 
on the day before the operation and 3 (to 5) further tablets, or 1-2 
suppositories, during the first 24 hours following the operation. If 
necessary, treatment may be continued for a few more days with a 


dosage of 3 tablets daily'. 


In the drug insert, IRGAPYRIN also contains an equal amount of 
another highly potent drug Aminopyrine (Aminophenazone) which has a 
very great risk of agranulocytosis for patients taking the drug. 
This makes IRGAPYRIN an extremely toxic drug as Phenylbutazone can also 
cause agranulocytosis by itself. Taken together, IRGAPYRIN has an 


exceedingly high risk of severe and fatal agranulocytosis. 


However, IRGAPYRIN-N listed in DIMS September 1983 contains 
Propyphenazone as the other ingredient (See Table II). ‘This is most 
misleading as the impression given is that both drugs are similar in its 
therapeutic effects. Aminophenazone as has been mentioned earlier is 


in fact a very toxic drug which is banned in many countries. 


(3) Drug Insert for BUTACOTE (See Appendix 2(c)) 


In the drug insert for BUTACOTE Geigy also recommends it for 


‘rheumatic fever', and other 'Non-rheumatic affections’. 


Under 'Contra-indications' Geigy does not state 'Children 14 


years or less and senile patients’. Again the information given 


is general and brief (See Appendix 2(c)). 


Under "Dosage, Children aged 6 years or older' and "In elderly 


patients, as well as for long-term therapy, smaller maintenance doses 


are indicated" are mentioned. 
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No Warnings and Precautions are given however, under 'Note' the 
dangers of the drug are played down. 


(4) Drug Insert for TANDERIL (See Appendix 2(e)) 


In the drug insert for TANDERIL, Geigy recommends Oxyphenbu- 
tazone for a wide variety of ailments including ‘inflammation and 
swelling due to sprains, bruises, dislocations, fractures, soft-tissue 
injuries and surgical interventions, for the prevention and treatment 
of inflammation and swelling in patients undergoing operations on the 
urogenital tract, for the prevention and treatment of cystitis due to 
irradiation, as an adjunct to chemotherapy in epididymitis, prostatitis, 
urethritis and cystitis’ in 'Ophthalmology: post-traumatic and post- 
operative irritation’ and ‘General Medicine: as an adjunct to chemotherapy 


in inflammatory conditions due to bacterial or viral infection' 
(See Appendix 2(e)). 


Under 'Contra-indications' Geigy makes no mention of children 
fourteen years or less and senile patients. In fact Geigy's entry 


here is identital to the entry for BUTAZOLIDIN. 


Under "'Dosage' Geigy recommends the drug for children 12 
months of age! (See Appendix 2(e)). This is highly unethical because 
it implies the drug can be given to babies and young children above 
12 months. This is contrary to Ciba-Geigy's own entry in the PDR that 


it should not be given to children of 14 years or below. 


There is no Warning or Precautions listed in the insert. 


Under 'Note' the dangers of the drug are further played down. 


(5) Drug Insert for TANDALGESIC (See Appendix 2(d)) 


In the drug insert for TANDALGESIC, Geigy states that it is 
"An analgesic with anti-inflammatory and antipyretic action .... As 
a result of this combined action, the preparation effectively relieves 


pain associated with rheumatic or non-rheumatic conditions and combats 
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TANDEARIL® 

brand of oxyphenbutazone NF 

Tablets of 100 mg. GY-CODE 24 
A potent anti-inflammatory agent 


In inflammatory conditions not involving pro- 
longed or fatal disease, Tandearil, brand of 


oxyphenbutazone, should be used only when 
the severity of the condition balances the po- 
tential toxicity. With short periods of therapy, 
this potential is substantially reduced. 


Contraindications: 
1. Age: Tandearil, brand of oxyphenbuta- 
zone, is contraindicated in: Children four- 
teen years or less and senile patients. 


Ciba-Geigy’s entry on TANDEARIL in the US 
Physicians’ Desk Reference warns that the drug 
should not be given to children below the age of 
14 years. 


Geigy 
*Tanderil 


Antirheumatic, anti-inflammatory 


Children 
12 months to 3 years of age: initially, 
1 suppository of 100 mg., or 1 tablet, once or 


twice daily. Maintenance dose: 1 suppository 
of 100 mg., or 1 tablet, every other day. 

4—7 years of age: initially, 1 suppository of 
100 mg., or 1 tablet, 1-3 times daily. Mainte- 
nance dose: 1 suppository of 100 mg., or 

1 tablet, once (to twice) daily. 

8-12 years of age: initially, 1 suppository of 
100 mg., or 1 tablet, 2-3 times daily. Mainte- 
nance dose: 1 suppository of 100 mg., or 

1 tablet, once or twice daily. 


Civa-Geigy’s drug insert for TANDERIL recommends 
the drug for children 12 months of age. 


Geigy 


*Butazolidine 


Antirhumatismal, anti-inflammatoire 


Dosage and Administration: Butazolidin 
should be used at the smallest effective dosage 
to offord rapid relief of severe symptoms. It is 
contraindicated in children under 14 years of 
age and in senile patients. 

If a favorable symptomatic response to treat- 
ment is not obtained after one week, the drug 
should be discontinued. 


In elderly patients (sixty years and over) every 
effort must be made to discontinue therapy on, 
or as soon as possible after, the seventh day, 
vecause of the exceedingly high risk of severe 
* tal toxic renctions in this age group. ' 


Ciba-Geigy’s entry on BUTAZOLIDINE brand of 
Phenylbutazone in the US Physicians’ Desk 
Reference warns that the drug should not be 
given to children below 14 years. In elderly 
patients the drug must be stopped after the 
seventh day. 


Geigy 


*Butacote 


Enteric-coated antirheumatic and anti-inflammatory agent 


Properties 
Butacote contains the same active substance as is present in the antirheu- 
matic and anti-inflammatory preparation ®Butazolidin. | - 


Dosage 
It is advisable to adapt the dosage of Butacote to the patient's individual 
requirements and particularly to his age and general condition. The following 
dosage recommendations are intended to serve as a guide: 
Adults: initially 2 tablets 3 times daily; dosage for maintenance therapy, 
3 tablets daily. 

- For long-term therapy, one should employ the lowest maintenance dose that 
still proves effective. 
Children aged 6 years or older: 5-10 mg./kg. body weight daily; within this 
range, however, preference should be given to the lower doses. 
Younger children and infants should not be treated with Butacote. 


Ciba-Geigy’s drug insert for BUTACOTE brand of Phenyl- 
butazone. There is no mention that the drug should be 
discontinued after the seventh day in elderly patients. 
Dosage for children under 14 years is given. 
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swelling and inflammation. It is generally well tolerated’. 


Geigy recommends this brand of Oxyphenbutazone for 'pain 
associated with swelling or inflammation of traumatic origin, prevention 
and treatment of painful post-operative swelling and inflammation' and 


even ‘post-operative medication following dental extractions’. 


Under 'Contra-indications' Geigy makes no mention of children 
fourteen years or less and senile patients. In fact under the 
‘Absolute’ group Geigy has removed some of the conditions found in its 
entry in BUTAZOLIDIN to the 'Relative' group in the drug insert for 


TANDALGESIC. This include ‘cardiac, renal or hepatic insufficiency’. 


Under 'Dosage', children 7 to 12 years is mentioned. The 
initial dose is '3-5 days' for both Adults and Children, and a 


"Maintenance dose’ is also recommended for both groups. 


Again, there is no Warning or Precautions listed in the insert. 
However under 'Side effects' Geigy casually states that: 'In the 
course of prolonged medication, it is advisable to perform periodic 


blood counts’. 


Compared to the 'Note' column in Geigy's BUTAZOLIDIN insert 
which comprises some 34 lines of information where some of the 
dangers and toxicity of the drug is briefly mentioned albeit played 
down, the 'Note' column in TANDALGESIC is just seven lines. Hence 
Geigy has almost deleted the dangers of its TANDALGESIC brand of 


Oxyphenbutazone in its drug insert. 
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Chinese formulations containing Phenylbuta- 
zone available locally (Pictures from Berita 
Farmasi). 


CHAPTER 12 


CASE REPORTS OF TOXICITY 


Clearly companies like Ciba-Geigy are taking advantage of the fact that 
local monitoring and surveillance of the drugs are inadequate and 
hardly existent. Unlike the US, Europe and the United Kingdom where 
reports of adverse reactions and fatalities due to Phenylbutazone and 
Oxyphenbutazone use have been well documented in the medical literature, 
Malaysia does not have data on case studies of side effects of these 
two drugs. In a personal interview with a pharmacologist attached to the 
University Hospital in Kuala Lumpur, CAP was informed that Oxyphenbuta- 
zone was among the five drugs which accounted for the majority of the 
adverse drug reactions suffered by patients admitted into the hospital. 
However, CAP received a complaint from a patient who almost died as a 
result of being treated by his G.P. with Phenylbutazone. There was 
also a news report of a fatality resulting from Phenylbutazone use in 
the Straits Times of Singapore in July 1983. We give below details 

of the newspaper report and CAP's case study. Although these are only 
two known cases, there should be no room for complacency, as 
Phenylbutazone is also being increasingly used in Chinese formulations 


which are extremely popular with the majority of the population. 


(1) CAP's Case Study: 


In early 1977, Lim Beng Teck (not his real name) a university 
lecturer aged 26, went to see a doctor about his stiff neck. On the 
first visit, the G.P. gave him a week's supply of two types of drugs. 
One of this was an antibiotic (Tetracycline). The G.P. told him that 
if he did not feel any better after taking this, he should come back 


and he would be given an X-ray. 
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He went back to see the doctor after his condition did not 
improve. On the second visit, the same doctor gave him another week's 
supply of 3 types of drugs. One of these was TOMANIL (containing : 
Isopyrin HCL 200 mg and Phenylbutazone 100 mg). The other two were 
CONMEL (containing Dipyrone 324 mg) and BUTAZOLIDIN (containing 
Phenylbutazone). Three or four days later, he noticed that red 
dots started to appear on his elbow joints and knees. This quickly 
spread all over his body and within the next three days, his eyes too 
began to hurt and tear continuously. The white of his eyes also turned 


red. He began to smart every time he went into the light. His throat 


was also affected. He had to clear his throat of phlegm all the time. 


When this became unbearable he went back to see the doctor, 
again suspecting something must be wrong. When he told the doctor 
about the rashes and his affected eyes, the doctor said, 'Oh not to 
worry, it must be a viral fever - and rashes appear sometimes, so it's 
not important really’. The doctor gave him eyedrops and tablets and 


two days medical leave. 


This time his condition deteriorated even further so he went 
to see another G.P. in Pulau Tikus who recommended him to an eye 
specialist in a private hospital. Since it was a weekend he could 
not see the eye specialist until two days later. The first question 
the eye doctor asked him was whether he had been taking any drugs. 
The patient told the doctor the history of his infection and medication. 
The doctor immediately referred him to the physician of the hospital. 


He was admitted straight away. 


By this time about 22 days had already passed since his 
initial visit to the first G.P. and his condition was so bad, the 
rashes had soon erupted leaving only raw flesh. The hospital staff 
had to fumigate the room because his skin had given way and he was 
totally without any defences. He was placed in intensive care, and 
during the first week in hospital he was given only glucose, milk 


and staminade. He could not eat and he could not feel anything on his 
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Silhouette of Beng Teck in 1984. 


Artist’s impression of Beng Téck’s 
coping while he was in has- 
pital. 


Seven years after Beng Teck 
suffered from the drug reaction 
his nails remain deformed. 


Vv 


body surface. By this time, the tissues in his eyes had given way too. 
'I had my eyes sealed up with medicine. Every morning I could hear 

the eye doctor scraping the dead tissues which were sticking to my eyes 
with a glass rod. I couldn't move my bowels e:ther. 10 days or 2 
weeks later, I can't quite remember, I could see a little, the skin all 
over my body looked charred and I could see the new skin forming. Then 


my nails began to drop off’. 


He was in hospital for 20 days and upon discharge was given 


medical leave for one and a half months to recuperate from his illness. 


"I couldn't see too clearly, images were still blurred and I 
developed constipation and even now after seven years, my fingernails 


are still deformed", the patient added. 


According to the physician who treated the patient, he was 
suffering from Steven Johnson's syndrome, a reaction to two very 
lethal drugs Isopyrin and Phenylbutazone. He was very lucky to be 


alive. 


"For the first four days, the doctor was noncommittal, he 
refused to see or speak to any member of my family. I guess he still 
couldn't tell whether I was going to live or not at that critical 


stage’. 


When the physician asked the first doctor what were the 
drugs he had given the patient when the latter treated him for the 
pain in the neck, he mentioned Tetracycline and PANADOL. Later 
the physician also found TOMANIL which was not mentioned by the 
doctor in the prescription envelope. When a lawyer wrote to -the first 
doctor asking for a written statement of the drugs Beng Teck received, 


the same doctor left out TOMANIL and included Aspirin instead. 


‘The physician had also asked him to come and see me in 


hospital but he refused’. 


Since then, the doctor has left the country and is practising 
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in his country of adoption. 


When Dr. Andrew Herxheimer, Pharmacologist of Charring Cross 


Hospital, London, was told about the above case, he said that 
Phenylbutazone ‘was not the appropriate first choice prescription' 
for Beng Teck's complaint. Failure on the G.P.'s part to warn Beng 
Teck of the possible toxic effects and his absolute indifference 


to Beng Teck's rashes amounted to serious negligence. 


(2) Phenylbutazone Death in Singapore 


On November 8, 1982, a 31 year old Singapore housewife 
suffering from rheumatoid arthritis went to see a G.P. and was given 


Phenylbutazone tablets. 


Nine days later, she returned to him, complaining of tension 


headaches and a neck infection. The doctor prescribed the same drugs. 


The next day, she complained of itchiness and saw a hospital 


doctor. 


On 19 November she was admitted to the Singapore General 


Hospital. Her condition worsened and she died on November a? 


The drug had caused blistering and sloughing off of her skin 
in big sheets as if she had had burns. The post mortem revealed that 
the sloughing had led to the exposing of raw red flesh on the body. 


Her lips, mouth and stomach had multiple small ulcers. 


Clinical Associate Professor Chao Tzee Cheng, a senior 
forensic pathologist who did the autopsy, told a coroner's inquiry 
into the death that Phenylbutazone was the drug which caused this 


violent reaction (The Straits Times, July, 26 1983). 
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CHAPTER 13 


CONCLUSION 


This report has attempted to make a case for the need to remove 

all Phenylbutazone and Oxyphenbutazone preparations from the market. 

In so doing it has examined current studies on both drugs in the medical 
literature, including Ciba-Geigy's internal confidential studies; 
legislation and action taken by health authorities on the drugs worldwide; 
the dubious marketing practices of Ciba-Geigy in Latin America; and 


information and marketing of both these drugs in Malaysia. 


Phenylbutazone and Oxyphenbutazone as has been clearly shown 
are two very potent and extremely toxic drugs. Given the availability 
of alternative anti-inflammatory agents in the market today, which 
are just as effective and without some of the lethal side effects 
associated with both these drugs, it is clear that these drugs should 
not be in use. The side effects of both these drugs have been shown to 
be unpredictable and dangerous and hold no real advantage over other 
presently available preparations. It would be worthwhile to quote once 
more Ciba-Geigy's own assessment of both drugs: ‘In the presence of 
many newer, equally effective NSAIDS now available on the market with 
comparatively less toxicity, it’ is reasonable and necessary that the 
risk and benefit ratio for BUTAZOLIDIN and TANDERIL should be 


carefully reassessed' (see page 22). 


A disturbing feature found in this study is that drug companies 
practise double standards in the marketing of PHENYLBUTAZONE and 
OXYPHENBUTAZONE in Malaysia (a developing country) as compared to 


developed countries. 
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It can be seen from a detailed analysis of information 
supplied by the drug companies in DIMS Malaysia and the comparison 
of information in the drug inserts of Geigy's products sold in 
Malaysia and Geigy's entry in the US PDR, that drug companies are 
irresponsibly promoting their products in Malaysia. In the case of 
Geigy in particular, the company has two different standards in the 
promotion of its brands of Phenylbutazone in the US and in Malaysia. 
In the drug inserts found in Malaysia, Geigy includes a wider range 
of 'Indications' which are not listed in the US PDR. Conversely, 
under 'Contraindications' the conditions in which the drug cannot be 
used are either narrowed down or entirely excluded. Much of the 
important information which should be included in the 'Contraindications' 
and ‘Warnings’ and ‘Precautions’ are instead casually mentioned under 
a 'Note'. Where specific information is required for example in the 
case of the number of times a blood check should be made, this 
information is not given. The information given under 'Note' instead 
of under ‘Warnings’ and ‘Precautions’ deliberately plays down the 
dangers of the drug. The dangers of serious or lethal side effects 


are deliberately minimized, glossed over, or even totally ignored. 


Geigy in the US PDR warns against the use of BUTAZOLIDIN for 
children aged 14 or below. In Malaysia, the dosage includes children 
over 12 months old as in the case of TANDERIL. IRGAPYRIN is also 
recommended in ‘oral surgery’ with instructions that the treatment can 
be ‘continued for a few more days'. In contrast, Geigy in the US 
explicitly and boldly states that 'the goal of therapy should be 
SHORT-TERM relief of SEVERE symptoms and that 'The action of the 
drug is usually manifest by the third to fourth day of treatment. 
Therefore, do not continue therapy beyond a week in the absence of a 
favourable result', Instead, in Malaysia under "Dosage' is included 
a "Daily dose for maintenance'., There is no mention that in patients 
above the age of sixty ‘every effort must be made to discontinue 


therapy on, or as soon as possible after, the seventh day’. 


Drug companies cannot be allowed to promote such a potent 
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and toxic drug for such minor conditions. This kind of promotion 

can lead to irrational drug prescription and drug use, and to needless 
injury or death. From the above discussion, one can see that Ciba- 
Geigy and other drug companies have been indulging in most unethical 
aggressive double-standard marketing of their drugs. This is tantamount 
to the relegation of moral and social responsibility. Phenylbutazone 
and its derivative Oxyphenbutazone as very explicitly stated in the 
medical literature should only be promoted for the short-term treatment 


of severe rheumatic conditions where other less toxic drugs have failed 


to be effective. 


CAP strongly urges the Ministry of Health to recall the drug 
from the market immediately for the safety and health of Malaysian 


consumers. 


CAP would like to repeat its call for the setting up of an 
independent unit within the Ministry of Health to control and evaluate 
imported as well as locally manufactured drugs during all stages of 
manufacture, packing, storage, advertising and distribution of medicines 
(see CAP Memorandum 'On the Need For a National Policy on Pharmaceutical 
Drugs in Malaysia’ to the Ministries of Health; Trade and Industry; 
Finance; and the Economic Planning Unit, Prime Minister's Department 
dated 2 February 1983). This body should comprise medical doctors, 
pharmacists and pharmacologists to look into all aspects and to 
advise legislation along the lines of the FDA (USA), CCM (UK) and the 
Expert Committee, Ministry of Health in Bangladesh. It is evident that 
multinational drug companies (Ciba-Geigy included) adopt lax double 
standards in their marketing precisely because there is no mandatory 
requirements for them to do so. Any information they divulge regarding 
their products is at present on a "voluntary basis’ or 'what the law of 
the country requires’ and this is simply not good enough and can be 
disastrous. Thus a 'watchdog' committee is urgently required to 


increase awareness and ensure corporate responsibility. 
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BUTAZOLIOIN # TANOERIL / VOLTAREN 


COMPARISON OF TOLERABILITY 


The following comparative information is based on the data presented in the 
tolerability report on BUTAZOLIDIN Volumes 1 to 3, September 1982 and in that 
on TANOERIL Volumes 1} to 3, February 1983. The information on VOLTAREN is based 
on the Report on Single Spontaneous Reports of Unwanted Effects, Status August 
1980 and the Update on this report (to December 1982) and the Report on a Review 
of Unwanted Effects reported in the literature, Status May 1981. 


The comparative information relevant to tolerability of these 3 preparations are 
presented in 3 sections referring to 1) single case reports*, 2) Health Authori- 
ties and CIBA-GEIGY group companies lists (which are spontaneous reports) and 3) 
reports from the literature. The comparative information for all 3 sections is 
summarized in the following table (Table I). 


It should be noted that these cases are presented as reported, regardless of 
probability of causal relationship. 


entities 


* For definition please see TANOERIL Tolerability Report. 
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TABLE 1: COMPARATIVE INFORMATION RELEVANT TO THE TOLERABILITY OF BUTAZOLIDIN, 
TANOERIL AND VOLTAREN 


SUTAZOLIDIN TANOERIL VOLTAREN 
PCRL00 COVERCO BY INIS REVICW 1900 - 1982 1972 - 1982 


Estimated patient exposure (up to 50-100 sillioa 0-80 aillion > 60 alllioa 
aid 1982) (up to Decanter 1982) 


1) Mo. of singla Case Reports of 1,825 patients | 1,239 patients 1,614 patients 
unwanted effacts (u.e.) (up te ead of 1981) (up to Jecesder 1982) [Cup to dec. 8, 1962) 


Dereatological w.e. 30.53 46% 25% 

Mesatological ue. 30.2% 5% 

Gastrointestinal ue. 21.9% Tb § 

Renal u.e. 3.6% WWE (7% fleid 
balance) 

Hepatic u.e. 8.0% 


7.7% 7% 
Fatal outcome reported 376 patients (25%) | 188 patients (15%) 46 patients (2.8%) 


2) No. of u.e. reported from Health 
Authoritles and CIBA-GEIGY Group 
Coapany lists® 


1,425 u.e. 1,352 ue. 265 ue. 
(227 patients) 


(up to May 1981) 


Hematological u.e. 25% 30% 2.6% (7 v.e.) 
Dermatological u.e. 17% 26% 3h (35 wre.) 
Gastrointestinal u.e. 22% 17% 46% (124 vie.) 
Renal ue. 7.8% 2.48 15% (40 wie. 


of which 7 
were fluid 
balance) 
2.2% 
0 


Hepatic u.e. 
fatal outcomes reported 


4.22 
325 patients 


5% 
141 patients 


5) No. of u.a. reported in the 
Literatuce**(excluding single 
Case raports from literature) 
up to May 1982 

No. of patients treated*® 


4,779 1,841 5,801 


(up to Mey 1981) 


23,917 (228 publica. 
tlons reviewed) 
3,806 
20 u.e. /100 patients 
2,120 (44.0%) 


27,106 (197 publica- 
tions reviewed) 


18,021 (164 pudlica- 
tlons reviewed) 
2,350 
21 w.e./100 patients 
2,970 (78%) 


No. of patients with u.e, °° 
Incidence of u.e. 
Gastrointestinal u.e. 


1,574 
6.8 w.e./100 patients 
1,078 (56.0%) 


u.@. related to fluid balance 685 (14.0%) 171 (9.3%) 39 (1%) 
Dermatological u.e. 583 (12.0%) 212 (11.5%) Wh (3.6%) 
Hematological u.e. 281 ( 5.8%) 73 ( 4.0%) 5 (0.1%) 
Neurological u.e. 276 (5.7%) 63 (¢ 3.4%) 293 (7.7%) 
Renal u.e. 226 ( 4.8%) 18 ( 1.0%) 1§ (0.4%) 

Fatalities reported*"*(% fatality) 76 ( 2.0%) 76 ( 4.8%) 


foot note: * These are spontaneously reperted u.e. The nuaber of patients reporting these u.e. are 
unknowa. Some duplication of Single Case Reports @ay exist. 

Data takea from articles with most complete information, L.e. Category 1 of both computerized 
and non-coaputerized data. 

*** From publications im all categories. 


atl" > 
It is a well recognised fact that apart from isolated published case reports 
describing patients reporting adverse drug reactions (considered as “single case 
reports”), literature survey on clinical trials or other studies seldom reveal 
any unwanted effects (u.e.) which is less common or of a serious nature. Almost 
all of the more serious u.e. are reported either as single case reports (with 


some details) or as lists of spontaneous reports by government health authori- 
ties or CIBA-GEIGY group companies (without clinical details on patients). It is 
therefore the intention here to Concentrate on these reports in making the com- 
parison of these three drugs ({.e. section: (1) and section (2) of Table 1). 
Section (3) of Table 1 will be omitted from further comparison. 


. & a 


Comparison between Single Case Reports (including health authorities and CIBA- 


GEIGY group companies lists) on BUTAZOLIOIN, TANDERIL and VOLYAREN with respect 
to the majority of the serious unwanted effects. 


As presented in Table I there are 1485 single case reports (patients) with u.e. 
reported between the years 1952 and end of 1981 (29-year period) in association 
with BUTAZOLIOIN ({ncluding BUTACOTE) treatment, 1239 single case reports 
between 1960 and end of 1982 (22-year period) in association with TANDERIL (in- 
cluding TANOACOTE) treatment and 1614 single case reports with u.e. between 1972 
and the end of 1982 (10-year period) in association with VOLTAREN. There are in 
addition (accepting some duplications), 1435 u.e. associated with BUTAZOLIDIN 
treatment and 1352 u.e. associated with TANOERIL treatment both in an unspecified 
number of patients, and 265 u.e. associated with VOLTARE® treatment in 227 
patients, reported to government health authorities and CIBA-GEIGY group compa- 


nies as spontaneous reports. 


The estimated patient exposure 1s simitar for al} three drugs (Table I). 


A comparison between the majority of the serious unwanted effects (u.e.) reported 
with these 3 drugs are presented in the following table (Table 2). Those commonly 
reported u.e. and less serious u.e. are not presented here for comparison. 


A further comparison in graphic form is shown in Fig. 1 in which the % of 
patients with the various serfous u.e. are compared. 
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TABLE 2: Comparison of the majority of the serious unwanted effects with 
—— BUTAZOLIOIN, TANOERIL and VOLTAREN (single case reports and health 
authorities and CIBA-GEIGY group company lists of spontaneous 
reports) 


I A ES 


3UTAZOLIDIN® TANDERIL* | VOLTAREN* 


SINGLE CASC [HEALTH AU- FSINGLE CASE | WEALTM AU- SINGLE CASE 
REPORTS THORITICS? REPORTS THORITIES? 


AMO CIGA- AND CIBA- 
FATALITIES) GCIGY LISTS (FATALITICS) GCIGY LISTS 


MAJOR SERIOUS 
UNWANTED EFFECTS 


CI8a-CCIGy 


ovtwe LISTS 
KFATALITICS) (10 MAY 81) 


Aplastic Aneala or Pancy- v4 (74) 110 (60) 


topenta 


Agranulocytosis Wz (53) 78 (26) 
Inrombocytopenta 57 (16) 46 (15) 
Levkeaias (hematologic 

aalignancies) 15 (1) 


G.I. bleeding of peatic 
ulceration of both 


263°(51) 62° (15) 


Crytheea multiforme and 
variants (Stavens-Johnson 
and Lyell’s syndromes, 
tosic epideraolysis) and 
also bullous exanthema 

Jaundice /nepatitis 

Hepatic necrosis 

Aourla, ureala or renal 
failure 


77: (16) 99 (18) 


92 (21)°° 
6 ( 6) 


38 (18)°° 


50 ( 8)°° 
Zz C2) 


15 ( 1)°°° 


62 ( 2)°° 
3 (3) 


10 ( 1)°° 


Glomerulonephritis, inter- 
stithal nephritis, nephro 
tic syndroae of papillary 
necrosis 


23 (5) 6 (0) 6 ( 0) 


Pancreatitis 4 ( 0) 17 ( 2) 
Myocarditis /pericarditis/ me bea 4 
vasculitis ed a Sal pte is) 
car 


Anaphylactold reactions / 
astnaatic attacks 


24 ( 6) 22 ( 0) 59°C 3) 


265 / 0 
v.@. 


(227 pts.) 


1485 / 376 1239 / 188 | 1352° / 141]) 1618 / 46 


(15%) 


foot note: + Cacept where stated, all auabers ia this table celer to nuaber of patients. 
Duplications te single case reports cannot be excluded. 

Fatalities secondary te blood disorders of G.1. bleeding excluded. 
Fatalities secondary te liver or blood disorders or 6.1. Bleeding excluded. 
G.1. bleeding secondary to blood disorders excluded. 

. Ho. of patients with these v.e. not available. 

44 Wemolytic aneals 

ce Data up te ond of August 1982 only. 


LZ of patients with major serious u.e. 
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COMMENTS 


The total number of reports (both single case reports and those u.e. from heatth 
guthorities and CIBA-GEIGY jroup company lists) and the estimated number of pa- 
tients exposed to BUTAZOLIOIN, TANOERIL or VOLTAREN are similar for the 3 drugs 
(Table 1). 


However, the length of che seried. turing which the reports of u.e. appeare’ #* 
different for each of the 3 drugs. Furtnermore, reports of u.e. for VOLTAAEN 
were from the past 10 years only. OSuring the past decade there has been a 
greatly improved reporting of suspected drug relatea adverse events cue tO 
greater awareness of these. This explains the observation in the present review 
that over a much shorter period of time (1972 to 1982) there have been as many 
reparts of suspected u.e, for VOLTAREN as for BUTAZOLIDIN or TANOERIL, both of 
which have had a much longer market life. 


Dermatologic and hematologic u.e. are the most frequently reported u.e. with 
both BUTAZOLIDIN and TANDERIL followed closely by gastrointestinal u.e. (Table 
1). The fatalities reported are considerable for both drugs, 25% for BUTAZOLIOIN 
and 15% for TANDERIL not counting the reports from health authorities and 
CIBA-GEIGY group companies. 


VOLTAREN on the other hand had a higher number of reports of gastrointestinal 
u.e. when compared to reports of dermatologic or hematologic u.e. Reports of 
fatal outcome is however much lower when compared to that for BUTAZOLIOIN or 
TANOERIL. This may: {n part be explained by the improved treatment of G.I. bleed- 
ing as well as many other diseases in the past decade. 


A closer look at the majority of the serious u.e. (Table 2 and Fig. 1) shows 
that the proportion of serious blood disorders reported such as aplastic anemia 
and agranulocytosis are comparable for BUTAZOLIDIN and TANOERIL while that for 
leukemias and other hematologic malignancies is higher for BUTAZOLIOIN. There 
are also more G.I. bleeding and/or peptic ulcers reported with BUTAZOLIDIN than 
with TANOERIL. 


The duration of treatment in the 62 patients (from the single case reports) re- 
porting G.I. bleeding or ulcer during TANDERIL treatment was between 1 and 60 
days with the exception of 2 patients whose treatment durations were 97 and 1095 
days. The mean duration of treatment was 13.6 days (excluding the above 2 
patients and 5 other patients in whom the duration of treatment was not given). 
In 80% of the patients with G.I. bleeding or ulcer or both, the duration of 
treatment was 14 days or less. 


In the 263 patients (from single case reports) treated with BUTAZOLIDIN who re- 
ported G.I. bleeding or ulceration, the number of patients in whom the duration 
of treatment was not given is too high (36%) to make a reliable comparable cal- 
culation as can be done with the 62 “TANOERIL” patients. Nevertheless, in the 
remaining 64% of patients in whom the duration of treatment was given, this 
varied between 1 day and 90 days (with the exception of seven patients whose 
treatment duration was 120, 210, 270, 300, 360, 2555 and 2285 days respectively) 
with an average of 16 days, not any different from the average duration calcula- 
ted for TANOERIL (13.6 days) if such a comparison can be inade. 


Thus the occurrence of G.I. bleeding and ulcers is an early event in the course 
of treatment with either drug. This would tend to suggest that the higher pro- 
portion of reports of G.1., bleeding and ulcers in association with BUTAZOLIOIN 
treatment indicates a greater likelihood for BUTAZOLIDIN te be associated with 
this adverse reaction than for TANOERIL. 


Similarly, the occurrence of G.I. bleeding with or without evidence of ulcera- 
tion is also an early event during VOLTAREN treatment. 


APPENDIX 2 
DRUG INSERTS 


(a) BUTAZOLIDIN 


Geigy 


*Butazolidin 


Antirheumatic, anti-inflammatory 


Composition and forms of issue 
1-2-Dipheny!-3,5-dioxo-4-n-butylpyrazolidine (= phenylbutazon.): coated 
tablets of 100 mg. or 200 mg.; suppositories of 250 mg 


Properties 

Butazolidin exerts an anti-inflammatory, analgesic, and antipyretic action. 
Thanks to this broad gamut of effects it is particularly suitable for the 
treatment of rheumatic disorders. Butazolidin is, in fact, one of the most 
effective antirheumatic drugs currently available; it has also been found to 
elicit good responses in non-rheumatic conditions characterised by painful 
inflammation and fever. 


indications 

Inflammatory rheumatic affections: rheumatoid arthritis, ankylosing spondyli- 
tis, and rheumatic fever. 

Degenerative rheumatic diseases: osteoarthrosis, spondylitis and spondylar- 
thritis, and intervertebral disc syndrome (herniated disc, lumbago, sciatica). 
Soft-tissue rheumatism (fibrositis syndrome): tendomyopathy, tendinitis, 
tendovaginitis, bursitis, scapulohumeral and coxal periarthritis, and humeral 
epicondylitis. 

Non-rheumatic indications: superticial thrombophlebitis, attacks of gout. and 
symptomatic therapy for Hodgkin's disease and other malignant conditions. 


Contra-indications 
Absolute: peptic ulcer, leucopenia, haemorrhagic diathesis (thrombocytopen- 
ia, disorders of blood coagulation), cardiac, hepatic, or renal insufficiency, 
and hypersensitivity to pyrazolone derivatives. 
Relative: disorders of hepatic or renal function 
Dosage 
It is advisable to adapt the dosage of Butazolidin to the patient's individual 
requirements and particularly to his age and general condition. The following 
dosage recommendations are intended to serve as a guide: 
Adults, Initially, divided over the day: 3 tablets of 200 mg. (or 6 tablets of 
100 mg.) or 2 suppositories of 250 mg. 
Daily dose for maintenance: 1-2 tablets of 200 mg. (or 2-4 tablets of 100 mg.) 
or 1 (to 2) suppositories of 250 mg. 
For long-term therapy, one should employ the lowest maintenance dose that 
Still proves effective. 

iidren aged 6 years or older: 5-10 mg./kg. body weight daity: within this 
range, however, preference should be given to the lower doses. 
Younger children and infants should not be treated with Butazolidin 


Side effects 

Dyspepsia is a frequent side effect and may sometimes also be associated with 
epigastric pain or with a recurrence of peptic ulceration in patients with a 
history of peptic ulcer. For patients with sensitive stomachs, the drug should 
therefore be prescribed in the form of ®Butacote or ®Butazolidin alka 100. 
Salt retention and mild oedema may occur, particularly at the start of 
treatment. Other side effects reported have included swelling of the salivary 
glands, goitre, hepatic and renal disorders, allergic skin reactions (such as 
urticaria, erythema exudativum multiforme, Stevens-Johnson syndrome, 
exfoliative dermatitis), and - as rare complications - leucopenia, thrombocyto- 
penia, agranulocytosis, aplastic anaemia, and pancytopenia 


Note 

Particular caution must be exercised when treating elderly patients, who 
aaa react more sensitively to drugs. : 

in view of the danger that Butazolidin may cause a recurrence of peptic 
ulceration, due attention should be paid to a history of peptic ulcer, however 
remote. 

It is advisable to perform blood counts before starting treatment and also to 
repeat such examinations from time to time during prolonged medication. If, 
during treatment with Butazolidin, the leucocyte and/or platelet count 
diminish - or allergic skin reactions occur - the drug should be withdrawn. 
A low-salt diet may help to guard against the possibility of fluid retention. 
Since convulsions have been observed in rare cases of overdosage, Butazoli- 
din should be empl with caution in epileptics. 

During treatment with Butazolidin, isolated occurrences of an “acute 
pulmonary syndrome” - marked by dyspnoea, fever, shadows in radiographs 
of the lungs, and sometimes also by eosinophilia - have been re f 
Although a causal connection with Butazolidin has not been proven, the drug 
should be withdrawn if signs of this syndrome appear, for the treatment of 
which corticosteroids and measures to support the cardiovascular system may 
be necessary. 

Butazolidin may prolong or potentiate the effect of other drugs. This 
possibility should be borne in mind especially in patients receiving concomi- 
tant treatment with oral anticoagulants or antidiabetics. The dosage of such 
drugs should therefore be adapted to clinical requirements {e-9. on the basis 
of the prothrombin time or blood sugar levels). The plasma half-life of some 
antibiotics and sulphonamides may be prolonged by Butazolidin. 
Where possible, one should not employ Butazolidin with d 
containing chemically similar active substances or with other highly active 
antirheumatic agents (e.g. gold rations); patients neve receiving 
such combined therapy should ept under particularly close surveillance. 
Pregnancy and lactation 

Butazolidin has been in very widespread use for many years and no evidence 
has emerged to suggest that it has any deleterious influence on the develop- 
ment of the embryo or foetus in pregnant women; despite this, it is considered 
advisable not to prescribe the drug during the first three months of pregnancy 
unless its use is mandatory. Very small quantities of phenylbutazone into 
the breast milk, but it is not yet known wnat effect they may have on 4 
infants of nursing mothers. 


information for the patient 

Butazolidin is a potent drug, and the doctor's instructions regarding its 
use should therefore be strictiy adhered to. If fever, sore throat, ulcers in 
the mouth, or spontaneous bruising occur, or in the event of pain in the 
upper abdomen, blackish discoloration of the stools, jaundice, a marked 
gain in weight, or oedema, or if a skin rash develops, you should 
interrupt the treatment with Butazolidin at once and consult the doctor. 
The tablets should be swallowed whole, with plenty of fluid (preferably 
milk), during or after meals. 


Storage: Protect the suppositories from heat. 


Packs of 20 coated tablets and 5 suppositories. For further package sizes, see 
standard information. 


Drugs should be kept out of the reach of children. 


CIBA-GEIGY Limited, Basie, Switreriand 
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(b) IRGAPYRIN 


*Irgapyrin Geigy 


Antirheumatic, anti-inflammatory, antipyretic, and analgesic 
agent 


Couposition and forms of issue 

Each coated taplet contains: 
1,2-Diphenyl-3,5-dioxo-4-n-butylpyrazolidine 

(= phenylbutazon.) 
1-Phenyl-2,3-dimethyl-4-dimethylamino-5-pyrazolone 
(= aminophenazon.) 

Each suppository contains: 
1,2-Diphenyl-3,5-dioxo-4-n-butylpyrazolidine 

(= phenylbutazon.) 
1-Phenyl-2,3-dimethyl-4-dimethylamino-5-pyrazolone 
(= aminophenazon.) 


Properties 

Irgapyrin exerts a potent anti-inflammatory, analgesic, and 
antipyretic action. Its indications comprise rheumatic diseases 
as well as non-rheumatic conditions similarly characterised by 
inflammation and pain. 


Indications 

Rheumatic fever, rheumatoid arthritis, and ankylosing 
spondylitis. 

Osteoarthritis, spondylitis, and spondylarthritis. 
Intervertebral disc lesions, torticollis, low bac}. pain, sciatica, 
coccygodynia, brachialgia, scapulohumeral and coxal 


periarthritis, fibrositis, myalgia, epicondylitis, tendoperiostitis, 
neuritis, and neuralgia (of rheumatic origin). 

As an adjunct to chemotherapy in bacterial and viral infections 
such as herpes zoster and glandular fever. 

As an analgesic in erythema nodosum (occurring in the course 
of rheumatic illnesses) and malignant tumours, as well as in 
oral surgery. 


Contra-indications 

Absolute: peptic ulcer, leucopenia, haemorrhagic diathesis 
(thrombocytopenia, disorders of blood coagulation), drug 
allergies (especially hypersensitivity to pyrazolone derivatives), 
tendency to convulsions (epilepsy, tetany). 

Relative: diseases of the heart, kidneys, or liver (the drug 


should not be employed in the presence of frank cardiac, renal, 


or hepatic insufficiency); old age. 


Dosage 


Adults shit 
Initially, divided over the day: 4 tablets or 2 suppositories. 


Daily dose for maintenance: 1-2 tablets or 1 (to 2) 
suppositories. 


Children oe 
In children aged over 6 years, treatment should be initiated 


with a dosage of 10 mg./kg. body-weight daily, which should 
afterwards be reduced for maintenance therapy to 5 mg./kg. 
daily or '/, suppository (up to 10 years) or 1 suppository (over 
10 years) once or twice daily. 


125 mg. 
125 mg. 


250 mg. 
250 mg. 


Younger children and infants should not be treated with 
Irgapyrin. 

The eoand tablets should be swallowed whole during or after 
meals. 

In oral surgery: 3 tablets on the day before the operation and 
3 (to 5) further tablets, or 1-2 suppositories, during the first 24 
hours following the operation. If necessary, treatment may be 
continued for a few more days with a dosage of 3 tablets daily. 


Note 

Treatment with Irgapyrin should be administered under 
medical supervision. Particular care must be exercised when 
treating elderly patients, who are more prone to side effects. 
In view of the danger that Irgapyrin may cause a recurrence of 
peptic ulceration, due attention should be paid to a history of 
peptic ulcer, however remote. Irgapyrin may prolong or 
potentiate the effect of other drugs. This possibility should be 
borne in mind especially in patients receiving concomitant 
treatment with anticoagulants or oral antidiabetics. The dosage 
of such drugs should therefore be adapted to clinical 
requirements (e. g. on the basis of the prothrombin time or 
blood-sugar level, respectively). Where possible, one should 
not employ Irgapyrin together with other drugs containing 
chemically similar active substances; patients nevertheless 
receiving such combined therapy should be kept under 
particularly close surveillance. 

Patients known to be hypersensitive to drugs should first be 
given a small oral test-dose before commencing treatment. If, 
during treatment with Irgapyrin, allergic skin reactions occur — 
or the leucocyte and/or platelet count diminish — the drug 
should be withdrawn. In the course of prolonged medication, it 
is advisable to perform periodic blood counts and to interrupt 
the treatment on 1 or 2 days per week. 

Irgapyrin has been in very widespread use for many years and 
no evidence has emerged to suggest that it has any deleterious 
influence on the developmeni of the embryo or foetus in 
pregnant women; despite this, it is considered advisable not to 
prescribe the drug during the first three months of pregnancy 
unless its use is mandatory. 


What the patient should know about the treatment 
Irgapyrin is a potent drug, and the doctor's instructions 
regarding its use should therefore be strictly adhered to. 
The tablets should be swallowed whole during or after 
meals, and taken if possible with plenty of fluid. 

If a skin rash or any other symptoms develop during 
treatment, the doctor should be informed without delay. 


Drugs should be kept out of the reach of children. 


CIBA-GEIGY Limited, Basle, Switzerland 
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(c) BUTACOTE 


Geigy 


*Butacote 


Enteric-coated antirheumatic and anti-inflammatory agent 


Composition and form of issue 
1,2-Diphenyl-3,5-dioxo-4-n-butylpyrazolidine (= phenylbutazon.): coated 
tablets of 100 mg. 

Properties 

Butacote contains the same active substance as is present in the antirheu- 
matic and anti-inflammatory preparation ®Butazolidin.:Since the tablets of 
Butacote are covered with an acid-resistant protective coating, they are 
especially suitable for use in patients with sensitive stomachs. 

Butacote exerts an anti-inflammatory, analgesic, and antipyretic action. 
Thanks to this broad gamut of effects it is particularly suitable for the 
treatment of rheumatic disorders. It has also been found to elicit good 

ped bi in non-rheumatic conditions characterised by painful inflammation 
and fever. 


Indications 

Inflammatory rheumatic affections. rheumatoid arthritis, ankylosing spondyli- 
tis, and rheumatic fever. 

Degenerative rheumatic diseases. osteoarthrosis, spondylitis and spondylar- 
thritis, and intervertebral disc syndrome (herniated disc, lumbago, sciatica). 
Soft-tissue rheumatism (fibrositis syndrome): tendomyopathy, tendinitis, 
tendovaginitis, bursitis, scapulohumeral and coxal periarthritis, and humeral 
epicondylitis. 

Non-rheumatic indications: superficial thrombophlebitis, attacks of gout, and 
symptomatic therapy for Hodgkin's disease and other malignant conditions. 
Contra-indications 

Absolute: peptic ulcer, leucopenia, haemorrhagic diathesis (thrombocytopen- 
ia, disorders of blood coagulation), cardiac, hepatic, or renal insufficiency, 
and hypersensitivity to pyrazolone derivatives. 

Relative: disorders of hepatic or renal function. 


Dosage 

It is advisable to adapt the dosage of Butacote to the patient's individual 
requirements and particularly to his age and general condition. The following 
dosage recommendations are intended to serve as a guide: 

Adults: initially 2 tablets 3 times daily; dosage for maintenance therapy, 

3 tablets daily. 

For long-term therapy, one should employ the lowest maintenance dose that 
still proves effective. 

Children aged 6 years or older: 5-10 mg./kg. body weight daily; within this 
range, however, preference should be given to the lower doses. 

Younger children and infants should not be treated with Butacote. 


Side effects 

Patients with sensitive stomachs occasionally complain of dyspepsia, 
associated sometimes with epigastric pain or with a recurrence of peptic 
ulceration in cases where there is a history of peptic ulcer. Salt retention and 
mild oedema may occur, particularly at the start of treatment. Other side 
effects reported have included swelling of the salivary glands, goitre, hepatic 
and renal disorders, allergic skin reactions (such as urticaria, erythema 
exudativum multiforme, Stevens-Johnson syndrome, exfoliative dermatitis), 


and - as rare complications - leucopenia, thrombocytopenia, agranulocytosis, 


aplastic anaemia, and pancytopenia. 


Note 

Particular caution must be exercised when treating elderly patients, who 
generally react more sensitively to drugs. 

in view of the danger that Butacote may cause a recurrence of peptic 
ulceration, due attention should be paid to a history of peptic ulcer, however 
remote. 

It is advisable to perform blood counts before starting treatment and also to 
repeat such examinations from time to time during prolonged medication. If, 
during the treatment with Butacote, the leucocyte and/or platelet count 
diminish — or allergic skin reactions occur - the drug should be withdrawn. 
A low-salt diet may help to guard against the possibility of fluid retention. 
Since convulsions have been observed in rare cases of overdosage, Butacote 
should be employed with caution in epileptics. 

During treatment with phenylbutazone, isolated occurrences of an “acute 
pulmonary syndrome” - marked by dyspnoea, fever, shadows in radiographs 
of the lungs, and sometimes also by eosinophilia - have been reported. 
Although a causal connection with phenylbutazone has not been proven, 
Butacote should be withdrawn if signs of this syndrome appear, for the 
treatment of which corticosteroids and measures to support the cardiovascu- 
lar system may be necessary. 

Butacote may prolong or potentiate the effect of other drugs. This possibility 
should be borne in mind especially in patients receiving concomitant 
treatment with oral anticoagulants or antidiabetics. The dosage of such drugs 
should therefore be adapted to clinical requirements (e.g. on the basis of the 
prothrombin time or blood sugar levels). The plasma half-life of some 
antibiotics and sulphonamides may be prolonged by Butacote. 

Where possible, one should not employ Butacote together with drugs 
containing chemically similar active substances or with other highly active 
antirheumatic agents (e.g. gold preparations); patients nevertheless receiving 
such combined therapy should be kept under particularly close surveillance. 
Pregnancy and lactation 

Phenylbutazone has been in very widespread use for many years and no 
evidence has emerged to suggest that it has any deleterious influence on the 
development of the embryo or foetus in pregnant women; despite this, it is 
considered advisable not to prescribe Butacote during the first three months 
of pregnancy unless its use is mandatory. Very small quantities of the active 
substance pass into the breast milk, but it is not yet known what effect they 
may have on the infants of nursing mothers. 


Information for the patient 

Butacote is a potent drug, and the doctor's instructions regarding its use 
should therefore be strictly adhered to. If fever, sore throat, ulcers in the 
mouth, or spontaneous bruising occur, or in the event of pain in the 


upper abdomen, blackish discoloration of the stools, jaundice, a marked 
gain in weight, or oedema, or if a skin rash develops, you should 
interrupt the treatment with Butacote and consult the doctor at once. 
The tablets should be swallowed whole, with a little fluid, during-meals. 


Storage: Protect from. moisture. 


Packs of 30 coated tablets. For further package sizes, see standard informa- 
tion. 


Drugs should be kept out of the reach of children. 


CIBA-GEIGY Limited, Basle, Switzerland 


(d) TANDELGESIC 


Geigy 


* Tandalgesic 


Composition 
1-Phenyl-2-(p-hydroxypheny!)-3,5-dioxo-4-n-butylpyrazolidine monohydrate 75 mg; 
4'-Hydroxyacetanilide 300 mg; Excipient required for one capsule. 


An analgesic with anti-inflammatory and antipyretic action 

Tandalgesic exerts marked analgesic and antipyretic effects. It also possesses anti- 
inflammatory properties, by virtue of which it prevents or rapidly reduces post-operative 
or post-traumatic swelling. As a result of this combined action, the preparation effectively 
relieves pain associated with rheumatic or non-rheumatic conditions and combats 
swelling and inflammation. It is generally well tolerated. 


Indications 

Pain associated with swelling or inflammation of traumatic origin. 

Prevention and treatment of painful post-operative swelling and inflammation. 
Rheumatic pain and inflammation. 

Post-operative medication following dental extractions and other maxillodental inter- 
ventions. 


Contra-indications 

— Absolute: peptic ulcer (or a history thereof), leucopenia, and haemorrhagic diathesis 
(thrombocytopenia, disorders of blood coagulation); hypersensitivity to pyrazolone 
derivatives. . 
— Relative: diseases of the heart, kidneys, or liver (the drug should not be employed in 
the presence of frank cardiac, renal, or hepatic insufficiency); drug allergy. 


Dosage 

— Adults: 

Initial dose (3-5 days) 2 capsules 2-3 times daily. 

Maintenance dose 1 capsule 2-3 times daily. 

— Children 7 to 12 years: 

Initial dose (3-5 days) 2-3 capsules. 

Maintenance dose 1-2 capsules. 

Tandalgesic should not be given to infants. | 
The capsules should be taken during or after meals, if possible with plenty of fluid. 


Side effects 
if, during treatment, allergic skin reactions occur —or the leucocyte and/or platelet count 


diminish— the drug should be withdrawn. In the course of prolonged medication, it is 
advisable to perform periodic blood counts and to interrupt treatment on 1 or 2 days per 


week. 
Tandalgesic should be administered with caution to elderly persons and to persons 


predisposed to allergic reactions. 
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APPENDIX 3 


LOCAL NEWS REPORTS 


The CAP memorandum on Phenylbutazone and Oxyphenbutazone was widely 


publicized in the Malaysian press and evoked considerable controversy 


The President of the Malaysian Medical Association supported CAP's call for 


a ban, but the Health Ministry said there was no necessity for withdrawing 


the drug. 


Pages 85-91 contain reproductions of local newspaper reports on the 


controversy, in chronological order. 


(a) New Straits Times, 4 June 1984 


PENANG, Sun. — Two 
highly toxic drugs — 
phenylbutazone and 
OR em adur tn an _— 
are being sold in shops 
and | Sega by doc- 
tors in the country, the 
Consumers Associa- 
tion of Penang (CAP) 
warned today. 

These pain-killing 
drugs, supposedly used 
for treating ailments 
such as back pains and 
rheumatism, are known 
to have caused thousands 
of deaths and other ser- 
ious ailments worldwide, 
CAP president 8.M. Idris 


d. 

Some side effects of 
these drugs include gas- 
trointestinal bleeding, 
destruction of the blood 
cells, orated ulcers, 
liver damage, leukaemia 
and even death. 

CAP has recently sent 
A report to the 
Heal inistry urging it 


to ban these drugs from 
general use. 


Encik Idris said ac- 
cording to a report by the 
United Kingdom Com- 
mittee on Safety of Medi- 
cines (CSM), both drugs 
had been associated with 
at least 1,500 deaths in 
Britain since they were 
marketed there more 
than 20 years ago. 


Side effects 


More detailed data on 
side effects was also gi- 
ven in internal reports 
from a Swiss ,multina- 
tional company Which 
produces the drugs. One 
of the two reports listed 
1,182 deaths due to these 
two drugs. 

Following the leaking 
of the two internal re- 

rts, concern in the Un- 
ted States and Europe 
led many countries to 
ban or restrict their use 


Warning on 
sale of 
killer drugs 


while others were in the 
process of reviewing it, 
Encik Idris said. 


On March 6 this year, 
the British Government 
banned phenylbutazone 
from general use and on 
April 3, the drug com- 
pany itself withdrew its 
oxyphenbutazone pro- 
ducts from the British 
market, he said. 


Countries which had 
recently banned or sever- 
ely restricted its use in- 
clude Norway, Bangla- 
desh, Germany, Japan, 
Italy, Australia, Sweden, 
Finland and the United 
States. 


“However, in Malaysia 
the two drugs are still wi- 
dely used. They are ex- 
tremely toxic and shoyld 
only be used for short 
term treatment of acute 
and severe rheumatic 
disorders and acute 
gout,” he said. 


CAP’s research direc: 
tor, Mr Martin Khor, said 
some doctors who had re- 
ceived the free “Drug In- 
dex for Malaysia and Sin- 
gapore (DIMS)” were 
apparently umsware of 
the danger from these 
drugs and were prescrib- 
ing them to patients. 


Drug index 


According to the drug 
index, there are 24 
brands of these drugs 
marketed in this country. 
(In Malaysia, both drugs 
are Group B poisons 
which means they can 
only be dispensed by a re- 
gistered medical practi- 
tioner on prescription). 


However, Mr Khor said 
CAP was able to buy six 
preparations of these 
drugs over the counter 
showing that enforce- 
ment was lax. 


ENCIK §S. M. IDRIS 


(b) New 


Straits Times, 5 June 1984 


Two toxic drugs readily available 


an these 
drugs —MM 


tol 


NST 


Hl 


THE Malaysian Medical 
Association (MMA) has 
called for a total ban on 
two highly toxic pain- 
killers said to be readily 


available in the country. 

“Both drugs — phenylbuta- 
zone and oxyphenbutazone — 
are very toxic and should be 
banned, as has been done in 
Singapore,” said MMA presi- 
dent Dr S. Sarvananthan. 

“These drugs should not be al- 
lowed into the country, and should 
not be made available to people, 
even with a prescription or to- 
gether with other drugs which 
may contain them. 

“They are both very effective 
drugs but when they do have side 
effects, these can be scrious, and 
can even destroy the tone mar- 


row,” he warned. 

“I don't think it is used extensi- 
vely. No good doctor would re- 
commend it. But there are some 
doctors who usc it.” 

He said the authorities should 
also act to ban other dangerous 
pain-killers which have similar 
toxic effects. 


Side effects 


At present both drugs are clas- 
sified as Group B poisons — which 
mean they can only be obtained 
with a doctor's prescription. How- 
ever, the Consumers Association 
of Penang (CAP) says many doc- 
tors, unaware of its dangers, are 
prescribing them to patients. It 
also states that the law is not be- 
ing strictly enforced and these 
drugs are available over the 
counter without a prescription. 


Reports by 
SULOCHINI NAIR, 
PATRICK PILLAI 


and 
ROSLI ZAKARIA 


A private practitioner here, who 
has been prescribing the drug for 
years, told the NST it was “very 
effective and cheap.” 


“These drugs have been uscd to 
treat arthritis and rheumatism 
for the last 15 to 20 years, and cost. 
only 10 to 20 cents per tablet. Of 
course there are other new drugs 
these days, but most of them cost 
between 40 to 50 cents each — way 
beyond the means of many pa- 
tients. 


“Most drugs have side-effects, 
especially if taken over months or 
years. These two particular drugs 
are usually prescribed for a weck 
or so, and do not have serious side 
effects if properly used,” he added. 

“A lot of sinsehs (Chinese medi- 
cine shops) use these drugs. in 
combination with cortisone, an 
anti-inflamatory drug, and dis- 
pense it for arthritis and rheuma- 

tism. 

“Ideally these drugs 
should be banned, but 
ideals are only possible in 
society if everyone co- 
operates,” he said. 

Two sinschs in Kuala 
Lumpur and Petaling 
Jaya said they did not 
sel] these drugs. (In Pen- 
ang, CAP officials say 
they managed to obtain 
six preparations of these 
drugs over the counter). 

However, two reputa- 
ble pharmacies in Kuala 
Lumpur had the drugs, 
which they said could 
only be sold vith a pre- 
scription. 

One pharmacist said 
price was not an impor- 
tant reason why some 
doctors recommended 
these drugs to their pa- 
tients. 

“It's just that pain- 
killers, like aspirin, are 
not effective on some peo- 
ple, who need these drugs 
to minimise the pain of 
arthritis and rheuma- 
lism,” he added. 


@ More reports in P11) 


(c) New Straits Times, 5 June 1984 
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(d) New Straits Times, 5 June 1984 


Firms accused of 


double standards 


THE Consumers’ 
Association of Penang 
(CAP) has charged 
drug companies of 
practising double 
standards in the mar- 
keting of the danger- 
ous drugs Phenylbuta- 
zone and 
Oxyphenbutazone in 
Malaysia. 

“It said the companics 
minimised, glossed over 
or cven totally ignored 
the dangerous side-ef- 
fects of these drugs in 
their drug inserts here 
whereas in the advanced 
countries they acted 
more responsibly. 

CAP drew this conclu- 
Sion from ar analysis of 
information supplied by 
the drug companies in 
the Drug Index for 
Malaysia and Singapore 
(DIMS) and the compari- 
son of information in the 
drug inserts of Ciba- 
Geigy’s products sold in 
Malaysia and Geigy’s 
entry inthe United States 
Physicians Desk Regis- 
ter (PDR). 

The DIMS, a quarterly 
publication on ethical 
medicines available in 
Malaysia and Singapore, 
is prepared by the drug 
firms and distributed 
free to doctors. 


IIeadache 


It is one source of infor- 
mation on drugs for local 
doctors. The other 
sources are brochures 
and advertisements dis- 
tributed by drug com- 
pany salesmen and drug 
inserts (information on 
the use, dangers and pre- 
cautions) that come to- 
gether with the drugs. 

CAP found the infor- 
mation on Phenylbuta- 
cone and Oxyphenbuta- 
zone provided by the 

harmaccutical industry 
rom these three sources 


to be inadequafe and, in 
some cases, misleading. 

“Some of the prepara- 
tions also contained other 
potent painkillers in com- 

ination,” CAP said. 

CAP charged that 
Ciba-Geigy has two dif- 
ferent standards in its 
promotion of its brands 
of Phenylbutazone in the 
United States and in 
Malaysia. 

“In the drug inserts 
found in Malaysia, Geigy 
includes a wider range of 
‘Indications’ (what it can 
be used for) which are 
not listed in the PDR.” 


Pregnancy 


This included a wide 
range of aches and pains 
like “pain and stiffness in 
muscles and joints, lum- 
bago, tension headache, 
virus infections and fever 
and long-term treat- 
ment.” 

“Conversely under 
‘Contraindications’ 
(when the drug should 
not be given) the condi- 
tions in which the drug 
cannot be used are cither 
narrowcd down or entire- 
ly excluded. 

“Much.of the important 
information which 
should be included in the 
‘Contraindications’, 
‘warnings’ and ‘precau- 
tions’ are instead casual- 
ly mentioned under a 
‘Note.” 

CAP further said 
where specific informa- 
tion was required, for ex- 
ample in the case of the 
number of times a blood 
check should be made, 
this information was not 
given. 

“The information given 
on Phenylbutazone is ex- 
tremely skimpy. No 
warnings are given on 
the extreme toxicity of 
the drug. Nowhere is it 
mentioned that the drug 
is contraindicated 
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(should not be used) in 
children and senile pa- 
tients. Neither are physi- 
cians warned that close 
monitoring of the patient 
is vital. 


“Instead it recom- 
mends that ‘during pro- 
longed therapy, frequent 
blood count is neces- 
sary.” 

CAP said this is mis- 
leading as the drug 
should not be recom- 
mended for more than se- 
ven days. 


There was also no mcn- 
tion that the drug should 
be avoided in pregnancy 
and nursing mothers. 

CAP said both the 
drugs should only be pro- 
moted for the short-term 
treatment of severe rheu- 
matic conditions where 
other less toxic drugs 
have failed to be effec- 
tive. 


The consumer body re- 
peated its call for the set- 
ting up of an independent 
unit within the Health 
Ministry to control and 
evaluate imported as 
well as locally manufac- 
tured drugs in all stages 
from the manufacture to 
the distribution. 

“It is evident that 
multi-national drug com- 
panics adopt lax double 
standards in their mar- 
keting precisely because 
there is no mandatory re- 
quirements for them to 


O SO. 

“Any information they 
divulge regarding their 
products is at present on 
a voluntary basis or on 
what the law of the 
country requires and this 
is not good ‘enough and 
can be disastrous. 

“A watchdog commit- 
tee is urgently required 
to help towards in- 
creased awareness and 
responsibility in such 
matters.” 


(e) New Straits Times, 6 June 1984 


Those drugs 
cannot be 


banned,says 
Ministry 


KUALA LUMPUR, 
Tucs. -—- The Gov- 
ernment cannot ban 
the two toxic drugs — 
phenylbutazone and 
oxyphenbutazone — 
merely because they 
produce dangerous 
side-effects, the dircc- 
tor of pharmaccutical 
services in the Health 
Ministry, Mr Yeap 
Boon Chye, said today. 

He said although these 
drugs were dangerous 
they were controlled un- 
der the Poisons Ordin- 
ance 1952 and should, 
thercfore, be used only 
when prescribed or under 
the supervision of doc- 
tors. 

Mr Yeap was com- 
menting on a call by the 
Malaysian Medical 
Association (MMA) 
president, Dr S. Sarvan- 
anthan, for a total ban on 
the two toxic pain-killers 
readily available in the 
country. 

“Most drugs uscd in the 
medical practice and all 
prescription drugs arc 
potentially dangerous 
and can cause varying 
degrees of sidc-cffects 


| 


By ROSLI ZAKARIA 


which are sometimes fa- 
tal. 

“It is for this reason 
that these drugs arc clas- 
sificd as scheduled poi- 
BON SV alot st Dane X'- 
plained. 

He said it was good for 
the public to be awarc of 
the dangers of the drugs 
and it was important that 
they break the habit of 
self-medication. 

He said these drugs 
should be used under 
close medical supervi- 
sion. 


Registration 


“Elderly patients arc 
more prone to sidc-cf- 
fects although there is no 
evidence of increascd 
risk in children. How- 
ever, these drugs are not 
recommended for pa- 
tients below the age of 
14.” 

Mr Yeap addcd that a 
circular was sent in 
March to importers and 
manufacturers of drugs 
containing phenylbuta- 
zone and oxyphenbuta- 
zone, requesting them to 


include the required in- 
formatian into the inserts 
or pamphlets in pack- 
ages of all new stocks of 
these drugs. 

“The dosage should be 
as low as possible and the 
duration of treatment 
should not exceed onc 
week but when longer 
treatment is unavoida- 
ble, special precautions 
should be taken. 

“They must also ex: 
plain the restrictions on 
use, informations on con- 
tra-indications and treat- 
ment, among other 
things.” 


Mr Yeap addcd that the 
Ministry would soon in- 
troduce a new registra- 
tion system to control the 
import of drugs at every 
entry point in the 
country. 

Meanwhile, the presi- 
dent of Federation of Ma- 
laysian Consumer Asso- 
ciations, Mr Bishan 
Singh, supported MMA's 
call for a ban on the two 
toxic pain killers. 

“As a matter of princi- 
ple, Fomca supports any 
move that will benefit the 
consumers in the 
country.” 


(f) 
(g) 


New Straits Times, 7 June 1984 
New Straits Times, 7 June 1984 


CAP unhappy over 


Ministry’s stand 


PENANG, Wed. 

The Consumers’ 
Association of Pen- 
ang (CAP) today ex- 
pressed disappoint- 
ment over a Health 
Ministry statement 
that two toxic drugs 
— phenylbutazone 
and oxyphenbutazone 
— could not be 


“It is unbecoming of 
the Health Ministry ta 
defend the drug compan- 
ies. Both CAP and the 
Malaysian Medical 
Association (MMA) 
have called for a ban yet 
the Ministry does not 
seem to have considered 
the matter seriously,” 
CAP said in a statement. 

“Even doctors think 
the drugs should be 


banned and here we 
have the director of 
pharmaceutical ser- 
vices in the Health Min- 
istry, Mr Yeap Boon 
Chye, saying that the 
Ministry cannot ban the 
drugs merely because 
they have side-effects. 
“This is a very disap- 
pointing statement. 
These drugs do not mer- 
ely have side-effects, 


banned. 


® Mixed reaction to 
MMA eall for ban 


on painkillers 


KOTA BARU, Wed. — The call for 
a ban on two painkillers described 
as “highly toxic” met with mixed 
reaction fi 
nity here but both the drugs are 
ge in almost all private clin- 
cs. 

General practitioners interviewed 
were of the opinion that the two pain- 
killers — phenylbutazone and oxy- 
phenbutazone — were extremely effec- 
tive in treating certain cases of 
arthritis and rheumatism. 

Two GPs believed the drugs should 
not be banned while one felt it should 
be banned “although I will miss it ini- 
tially”. 

Malaysian Medical Association 
(MMA) president Dr S. Sarvanathan 
who made the call said the drugs were 
banned in Singapore. He commented: 
“.. No good doctor would recommend 
— there are some doctors who use 
He said they had serious side-effects 
which could even destroy the bore 
marrow. 

A general practitioner interviewed 
said that all doctors were aware of the 
side-effects as the drugs had been in 
use for almost 30 years and the side- 
effects known for about 20 years. 

The GP, who has been an MMA 
member for more than 20 years, said it 
should be left to the individual doctor 
to decide whether to prescribe the 
drugs. 

“It is the individual response to the 
drug and almost all drugs can have 
dangerous side-effects. 


rom the medical frater- . 


“We cannot follow what Singapore or 
any other country does. What about the 
FDA (US Food and Drugs Administra- 
tion) ban on so many drugs? Are we 
going to follow them?” 


He said that early last year, a new 
drug under the name of opren was in- 
troduced by Eli Lilly of the United 
States. After a short period, side- ef- 
fects were discovered and the firm re- 
called all stocks. 

He said new drugs might show side- 
effects after several years. 

The two drugs in questions were 
manufactured by iacuatwn firms, he 
said, and they would be withdrawn if 
they were harmful. 


Another doctor said he prescribed 
the drugs to last a few days only and he 
made sure three to six months had 
clapsed before prescribing the drugs 
for the same patient. 

He felt that the drugs should be left 
as it was now rather than banning 
them. 

He would use the newer and more 
expensive drugs first and only after 
they had failed would he fall back on 
the two drugs. 

The side-effects which he had seen 
were mainly swellings on the legs and 
the face and not so much as bone mar- 
row depression. 

He said the side-effects were well 
known while the side-effects of new 
drugs could show up after several 
years. 

“Like Dr Mahathir said, it is better to 
deal with the devil you know than the 
angel you don’t know.” 
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and do not just affect a 
small percentage of 
users but a very substan- 
tial number of users,” it 
added. 

Mr Yeap had said yes- 
terday that although the 
drugs were dangerous 
they were controlled un- 
der the Poisons Ordin- 
ance, 1952, and should 
therefore be used only 
when prescribed or un- 
der the supervision of 
doctors. 

He said the Gov- 
ernment could not ban 
drugs merely because 
they produce dangerous 
side effects. He was re- 
sponding to a call by the 
MMA for a ban on the 
two Fain killers. 

CAP said, according to 
Ciba-Geigy, a major pro- 
ducer of the two drugs, 
20 out of 100 patients us- 
ing phenylbutazone had 
serious side-effects 
while seven out of 100 pa- 
tients using oryphen 
tazone ered similar 
side-effects. 

“These side-effects in- 
clude gastro-intestinal 
bleeding, destruction of 
blood cells, perforated 
ulcers, liver damage, 
leukaemia. The drug 
could even cause death. 

In Britain, there has 
been at least 1,500 deaths 
associated with the use 
of the drugs since it was 
marketed 20 years ago. 
Because of the high inci- 
dence of deaths and ser- 
ious side-effects, the 
drugs have been banned 
in Britain, Singapore, 
Norway, Bangladesh 
and many countries, 
said CAP. 

“We see no reason why 
the Health Ministry 
should condone this dou- 
ble-standard especially 
since the drug company 
has voluntarily with- 
drawn one of the drugs 
in Britain,” it added. 

“CAP would like to ask 
the Health Ministry 
what criteria and 
dures it adopts in re- 
viewing whether dan- 
gerous drugs should be 
marketed or banned in 
Malaysia.” 


(h) The Star, 20 June 1984 


Support for 
Ministry’s 


stand on 
painkillers 


KUALA LUMPUR, Tues. — The Malaysian Pharmaccutical 
Society supports the Health Ministry’s stand that two 


potentially toxic 


painkillers 


phenyl butazone and 


oxyphenbutazone cannot be banned. 
The society said in a statement that the public should 
seek expert advice before taking medication containing 


the two drugs. 


It also recommended that a Malaysian committee on 
safety -of- medicines consisting of clinicians, pharmaco- 
logists and pharmacists be set up to review the safety and 


efficacy of drugs. 

Earlier this month the 
Consumers Association of 
Penang called for a ban 
yn the drugs because they 
are known to have caused 
toxic side effects. 

The call was echoed by 
the Malaysian Medical 
Association which sdid that 
the drugs had already been 
banned in Singapore. 

The Health Ministry 
said the drugs were 
dangérous and were con- 
trolled under the Poisons 
Ordinance 1952. As such 
they should be used only 
when prescribed or under 
the supervision of doctors. 

The Ministry clarified 
that most drugs used in 
medicine were potertially 
dangerous and _ caused 


varying degrees of side 
effects which sometimes 
could be fatal. 

The Malaysian Pharnfa- 
ceutical Society said in its 
statement that the drugs 
were not. banned _ in 
Singapore, Australia, West 
Germany, Switzerland and 
Italy. 

In Britainoxyphenbuta- 
zone has been banned but 
phenyl butazone is a 
restricted drug. 

In the United States, 
the statement said, both 
drugs continue to be 
available but are under 
review by the Food and 
Drugs Authority while 
both drugs are banned in‘ 
some Nordic countrics. 
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APPENDIX 4 


(a) Dr. Joseph Eravelly's letter to the press 


(New Straits Times, 26 June 1984) 


ban these 
drugs — 
Doctor 


THE call by the Con- 
sumers’ Association of 
Penang (CAP) to ban 
phenylbutazone and 
oxyphenbutazone has 
been made before. It 
tends to create public 
alarm and fear and is, 
in my opinion, quite 
unjustified. 

Phenylbutazone has 
been available in this 
country for more than 20 
years. Its continucd avai- 
lability is not because the 
pharmaceutical com- 
pany that markets it 
forces its use, but be- 
cause there are doctors 
who are prepared to use 
this anti-rhecumatic me- 
dication. 

They are prepared to 
do this not only because 
of its cost but because of 
its proven cfficacy and 
the relative lack of the 


kind of side effects that 
have been publicised. 

Of course there are 
many alternatives for the 
treatment of various 
kinds of bone and joint 
disorders. However, it is 
a well known fact that 
there are variations in 
the response of different 
patients to different 
drugs. 

Phenylbutazone cer- 
tainly has potential side 
effects which can be ser- 
ious. However, this is also 
true of many mecdica- 
tions, including steroids, 
anti- thyroid drugs, ra- 
dioactive chemicals and 
even some antibiotics. 


Benefits 


The case of Steve John- 
son’s Syndrome reported 
in the NST is an allergic 
reaction which can occur 
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with virtually any medi- 
cinal product and is more 
common with certain an- 


tibiotics than with phen- 


ylbutazone. 

Unfortunately the 
manner in which this al- 
lergic reaction has been 
reported tends to cast an 
unjust and unfair slur 
upon the medical pro- 
fession which I am sure 
fair-minded pcople as 
well as doctors would re- 
sent. 

Serious side effects to 
both phenylbutazone and 
oxyphenbutazone, espe- 
cially proven bone mar- 
row suppression and 
aplastic anaemia, direct- 
ly related to the use of 
these drugs, has oc- 
curred rarcly in this 
country. 

I base this conclusion 
on my own experience as 


‘well as that of senior col- 


leagues both in the public 
and private sectors. Gas- 
tro-intestinal problems 
may be more common 
but this is a problem uni- 
formly peculiar to all 
anti- rheumatic medica- 
tions. 


Alarmist 


Potential benefits. of 
any drug must be 
weighed against possible 
side effects. A better un- 
derstanding of these side 
effects results most from 
clinical usage and 
experience. 

In fact all drugs have 
potential side effects, 
some serious, but their 
cautious and judicious 
use is what the practice 
of medicine and thera- 
peutics is all about. 

Simply becausc ill ef- 
fects or dangers can oc- 
cur is no grounds for 
these items to ke all uni- 
formly banned. Rather it 
should be. left to organ- 
ised and proper controls 
within the law and com- 
monsensce to reduce such 
mishaps to the least pos- 
sible extent. 

As far as medicinal and 
pharmaccutical products 
are concerned it has been 
correctly left to the I- 


censed medical practi- 
tioner to use his clinical 
judgment to select drugs 
to treat an individual pa- 
tient. 

In doing so he must be 
given a choice, guided by 
medical literature, infor- 
mation from reference 
books and journals, and 
his clinical experience. 
He is also kept constantly 
informed through re- 
fresher courses, through 
scientific mectings and 
post-graduate courses on 
current trends in medical 
practice. 

In fact, no other pro- 
fession teaches its own 
membhkers more without 
any statutory obligation 
like the medical pro- 
fession docs. 

To make a sensational 
issuc without studying 
side effects in its proper 
perspective can never be 
justified. 

If this kind of sensa- 
tional and alarmist reac- 
tion is to succed in ban- 
ning a particular 
medication, then the way 
is open for lay persons to 
use literature from over- 
seas consumer organisa- 
tions, not scientific publi- 
cations, to pressure, the 
Government to remove 
many useful medications 
from available use. 

Whether a medicinal 
product should be banned 
or not must come ‘from 
responsible medical opin- 
ion. 

The call by CAP -would 
suggest that the medical 
profession has been dere- 
lict in its responsibilities 
by not only prescribing 
this medication but even 
allowing it to be available 
in this country. This can- 
not be supported by avai- 
lable facts. Until this can 
be proved to the contrary, 
the Government should 
not respond to this. de- 
mand but be guided by 
scientific and WWf®dical 
opinion and available 
facts in this matter. 


DR JOSEPH 


ERAVELLY 
Kuala Lumpur 


(b) 


CAP's response (New Straits Times, 10 July 1984) 


Junc 26, 1984. 


scientific publications...” 


cal practice.” 


We would like to in- 
form Dr Eravelly that 
CAP's 90-page memoran- 
dum on the two drugs 
sent to the Health Min- 
istry was bascd on infor- 
mation not from con- 
sumer magazines abroad 
but from a wide range of 
the most respected medi- 
cal journals, physician 
references, pharmaco- 

cia both in the United 
tates and the Common- 
wealth countrics, as well 
as the World Health Or: 
ganisation. CAP also had 
access to an internal 
memo of the pharmaccu 
tical company, Ciba- 
Geigy, the largest: pro- 
ducer of Oxyphenbuta- 
zone and Phenylbutazone 
worldwide. 

Indeed, we believe that 
our memorandum is the 
most serious and com- 
prehensive study of the 


Dr Eravelly accuses the Consumers Association of 
Penang of making “a sensational issuc without study- 
ing side effects in its proper perspective,” and that 
CAP's study represents “lay persons” who “usc litcra- 
ture from overseas consumer organisations, not 


On the other hand, he claims that doctors arc “guid- 
_ed by’ medical literature, information from reference 
books and journals,” and “kept constantly informed 
through refresher course, through scientific mectings 
and post-graduatc courses on current trends in mcdi- 


two drugs ever carried 
out in the country. 

Dr Eravelly states that 
doctors are using Phen- 
ylbutazone “not only be- 
causc of its cost but be- 
cause of its proven 
efficacy and the relative 
lack of the kind of side cf- 
fects that have been pub- 
licised.” He adds: “Phen- 
ylbutazone certainly has 
potential side cffects 
which can be scrious. 
However, this is also truc 
of many meditations.” 

Yes, all medications 
have side effects. But 
some drugs have a 
higher incidence of side 
effects which are also 
more harmful than 
others, especially in rela- 
tion to their benefits and 
in relation to the availa- 
bility of other drugs 
treating the same ail- 
ments (or conditions) but 


Case of 2 drugs: 
CAP stands 
by its findings 


I REFER to Dr Joseph Eravelly’s letter on the 
two drugs, Phenylbutazone and Oxyphenbuta- 
zone, which appeared in the New Straits Times, 


with Iess side cffccts. 

The Ministry of Health, 
Dr Eravelly and the Ma- 
laysian Pharmaccutical 
Socicty all sccm to arguc 
that Phenylbutazone and 
its sister drug Oxyphen- 
butazonc have relatively 
little side cffects and that 
other medications also 
have comparable side cf- 
fects. 

Thcir stand makes one 
wonder whether they 
have at all kept up with 
the latest information, 
especially since the end 
of last year, regarding 
the scrious side effects of 
I’henylbutazone and Ox- 
yphenbutazonc. 

Let us consider the fol- 
lowing facts obtaincd 
from the cnormous cor- 
pus of medical and scicn- 
tific data: 

@ According to an in- 
ternal memo of the drug 
company Ciba-Geigy, 
there have been 1,182 re- 
ported deaths worldwide 
associated with its 
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brands of the drugs up to 
1982. These deaths were 
from a total of 5,501 un- 
wanted effects from casc 
reports, or reported to 
health authoritics and 
Ciba-Geigy. 

@ “The fatalities re- 
ported in association 
with these scrious un- 
wanted effects are high, 
being 25% for single case 
reports in association 
with Butazolidin (Phen- 
ylbutazonc) and 15% for 
Tandcril (Oxyphenbuta- 
zonc).” The main causcs 
of death were blood dis- 
orders, gastro-intestinal 
bleeding and ulccration, 
leukemias and Stevens- 
Johnson syndrome 
(Ciba-Geigy Report 
1983). 

@ In addition to the 
above, another 5,380 pa- 
ticnts were reported in 
the medical literature to 


Cont’d next page 


have unwanted cffects 
from the two drugs. The 
rate of incidence of un- 
wanted cffects were 20 
per 100 paticnts for Buta- 
zolidin and 6.8 per 100 pa- 
tients for Tandcril. The 
incidence of side cffcects 
for paticnts taking the 
two drugs is thus very 
high. 

@ The situation depict- 
ed above, although scr- 
lous cnough, still under- 
States the cxtent of the 
problem. The UK Com- 
mittee on Safety of Mecdi- 
cines (CSM) recorded 651 
deaths in the UK alonc in 
1964-82, but latest CSM 
data indicates 1,500 
deaths associated with 
the usc of the drugs. This 
is the highest number of 
deaths associated with 
any drug in the UK. Since 
the UK alone has so 
many reportcd fatalitics, 
the worldwide deaths as- 
sociated with the drugs 
must run into sevcral 
thousands. The UK has 
now banncd Oxyphenbu- 
tazone and restricted 
Phenylbutazone use by 
specialists only. 

@® The toxic’side cffects 
of Phenylbutazone are 
common and untoward 
reactions occur in 25 to 
40% of paticnts who take 
the drug (Martindale: 
The Extra Pharmaco- 
pocia, 27th Edition). 

® The toxic cffects of 
Phenylbutazone occur 
frequently even when the 
dosage docs not exceed 
400 milligrams daily 
(The Pharmaceutical 
Codex, 11th Kdition). 


@® Scrious, cven fatal 
blood dysorasias (dis- 
cascs), including aplastic 
anacmia, duc to Phenyl- 
butazone may occur sud- 
denly despite regular re- 
peated hocmograms 
(blood counts), and may 
become manifest many 
days or wecks after ccs- 


sation of the drug (Physi- 


cians Desk Reference, 
USA, 33rd Edition). 

@® Phenylbutazone and 
Oxyphenbutazone cannot 
be considered a simple 
analgesic and should 
never be administered 
casually. Each paticnt 
should be carefully cva- 
luated before treatment 


is started and should re- 
main constantly under 
the close supervision of 
the physician (Physi- 
cians Desk Reference, 
37th Kdition). 

From the above, it is 
clear that Phenylbuta- 
zone is one of the most 
dangerous medicines 
commonly prescribed. It 
is not “merely” another 
drug with “relative lack 
of side effects.” 


To our knowledge there 
has been no extensive 
time period study done or 
any formal record kept in 
Malaysia on the side ef- 
fects of Phenylbutazone 
and Oxyphenbutazone. It 
is therefore a mystery 
how the Health Ministry 
or Dr Eravelly could con- 
clude that there is a “re- 
lative lack of side effects” 
for the drugs in Malay- 
sia. 

Dr Kravelly's assertion 
that scrious side cffects 
for the two drugs have 
“occurred rarcly in this 
country” is apparently 
derived not from any 
scicntific or systemative 
study but, as he states, 
through his own subjec- 
tive experience and that 
of his colleagues. 

Unless proper drug 
surveillance is carried 
out, it is not only unscien- 
tific but irresponsible to 
make a gencral conclu- 
sion on the Jack of side cf- 
fects. In our experience, 
there have been patients 
suffering from side ef- 
fects from particular 


drugs including Phenyl- 
butazone, which the doc- 


tors who prescribed the 
drugs were not able to 
diagnose as side cffects. 
In fact a number of ser- 
ious side effects includ- 
ing deaths go unreported. 

We do not doubt that 
there are some doctors 
who do kcep abreast with 
the current medical liter- 
ature. But it is also well 
known that many if not 
most doctors in Malaysia 
rely heavily for their in- 
formation on pharma- 
ceutical preparations on 
the Drug Index for 
Malaysia and Singapore 
(IDIMS), a quarterly pub- 
lication prepared by the 
pharmaccutical industry 


and delivered free to all 


‘doctors in both countrics, 


or on company brochures 
and drug inserts. 

This is a major cause 
of concern because CAP 
in its memo reveals ex- 
treme double standards 
in information in DIMS 
or local drug inserts vis- 
a-vis information provid- 
ed by the drug companics 
in the Physicians Desk 
Itcference in the USA. 


Deletions 


In DIMS, drug compan- 
ics were recommending 
these two anti-arthritic 
drugs for trivial and 
general conditons rang- 
ing from “tension hea- 
dache, virus infections 
and fever to inflamma- 
tion and swelling of any 
origin.” 

In our analysis of drug 


.inserts found in Malay- 


sia, Ciba-Gcigy include a 
wide range of “Indica- 
tions" which arc not list- 
ed in its entry in the Phy- 
sicians Desk Referenee 
in the US. Conversely 
“Contraindications” (the 
conditions in which the 
drug cannot be uscd) are 
cither narrowed down or 
entircly excluded. Where 
specific information is 
required (for example in 
the case of the number of 
limes a blood count 
should be made), this in- 
struction is not given in 
the drug insert in Malay- 
sia. 

For instance in the US, 
doctors are warned 
against using the Tan- 
deril brand of Oxyphen- 
butazone for children 
aged 14 or below. In 
Malaysia, the drug insert 


for the samc brand re- 
commends its use for 
ret over 12 months 
old. 

In the US, ree td 
explicitly and boldly 
statcs that “the goal of 
therapy should be short- 
term relief of severe 
symptoms” and “do not 
continuc therapy beyond 
a week.” In Malaysia the 
drug insert recommends 
a “daily dose for main- 
tenance” Instcad and 
there is no mention that 
in paticnts above the age 
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of sixty “every effort 
must be made to discon- 
tinue therapy on the se- 
venth day” as it is done in 
the US. 

Inspite of the superior 
and defensive attitude of 
Dr Eravelly, it is in faet 
clear that abuse and 
overprescription of 
Phenylbutazone docs cx- 
ist in Malaysia. 

We reach this conclu- 
sion from the following: 

@ The president of the 
Malaysian Medical 
Association, Dr S. Sar- 
vananthan, has said that 
“No good doctor would 
recomment it (Phenylbu- 
tazonc). But there are 
some doctors who usc it.” 
(NST, Junc 5, 1984). 

@ Investigations con- 
ducted by the New 
Straits Times found that 
“both the drugs are 
stockcd in almost all pri- 
vate clinics.” And a sur- 
vey of scvcral clinics in 
Kuala Lumpur revealed 
that “tho two drugs... 
were cxtremcly popular 
becausc of their potency.” 
(NST, Junc 7, 1984). 

@ In 1977, a 26-ycar-old 
male university lecturer 
in Penang almost dicd 
from side effects after be- 
ing given Phenylbuta- 
zonc to treat a stiff neck, 
a very minor ailment for 
which Phenylbutazone 
should never be given. 
Morcover, the doctor con- 
cerned did not diagnose 
the side cffects but in- 
stcad told him “not to 
worry -- it must be a 
viral fever” and asked 
the paticnt to continuc 
the treatment. 

It was also reported in 
the New Strails Times 
that Phenylbutazone and 
Oxyphenbulazonc arc po- 
pular with GPs because 
they are the cheapest 
pain killer for rfcuma- 
tism. Onc scnior doctor 
was cven quoted oP 
saying that this cost fac- 
tor should be considered 
before calling for a ban of 
the drugs. 

It must be remembered 
that cost cannot be the 
only overriding consider- 
ation in evaluating the 
use of the drug. In the 
casc of both Phenylbuta- 


Cont’d next page 


zone and Oxyphcnbuta- 
zone which were the 
drugs of first choice 37 
ycars ago when it was in- 
troduccd, the side effects 
of both these drugs have 
been shown to be unpre- 
dictable and dangcrous 
and hold no rcal advan- 
tage over other presently 
available preparations. 


In the presence of other 
anti-inflammatory 
agents In the markct to- 
day which arc.-just as cf- 
fective and without some 
of the Icthal side effects 
associated with both 
these drugs, there is 
simply no rationale or 
justification for the con- 
tinued usc of both these 
drugs. 

Dr Eravelly statcs that 
“of course there are 
many alternatives” to the 
two drugs but “there arc 
variations in the re- 
sponsc of different pa- 
ticnts to different drugs”. 

This implication that 
gencrally there is no dis- 


advantage in using Phen- 
ylbutazone or Oxyphcen- 
butazonc vis-a-vis other 
drugs is contradicted by 
Ciba-Gceigy's own experts 
who concluded: 


“Although reports of 
blood dyscrasias, gastro- 
Interestinal bleeding, he- 
pato -— and nephrotoxi- 
city have been reported 
with almost all the non- 
stercidal anti-inflamma- 
tory drugs (NSAIDs)... 
the number of singlc case 
reports of major scrious 
unwanted cffects pub- 
lished on Butazolidin and 
Tandcril are higher than 
those for the other 
drugs.” 

Giba-Gcigy’s report 
also statcs: “In the pre- 
scnce of many newer, 
equally cffective NSAIDs 
now available on the 
markct with comparati- 
vely less toxicity, it is 
rcasonable and ncces- 
sary that the risk and 
bencfit ratio for Butazoli- 
din and Tandcril should 
be carcfully rceasscsscd.” 


Given these facts, Dr 
Eravelly's apparcnt con- 
tention that only doctors 
know best and organisa- 
tions like CAP have no 
right or knowlcdge to 
comment on pharmaccu- 
tical drugs is both arro- 
gant, sclf-rightcous and 
wrong. 


One would have 
thought that in this age 
when the limits of mcdi- 
cine are increasingly 
well known, doctors 
would resist the tempata- 
tion of playing God. Be- 
fore he’ makcs judgc- 
ment, he should be 
humble and indccd scicn- 
tific cnough to read the 
text of CAP's study 
which, for his informa- 
tion, was preparcd with 
the help and advicc of 
medical doctors too. 


And before he can com- 
ment on the credibility of 
CAP's memorandum, hc 
should himsclf refrain 
from making swecping 
gencralisations bascd not 
on scicntific studics but 
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subjcctive opinion. 

canwhile CAP is 
pleased to note that not 
all doctors are so defen- 
sive of their profession 
that any comments on 
the part of the public on 
medical affairs are dis- 
missed by them. 

Indccd, the president of 
the MMA himsclf nas 
supported CAP’s statc- 
ment that Phenylbuta 
zone and Oxyphenbuta- 
zone should be banned in 
Malaysia, and other doc- 
tors have also been criti- 
cal of the practice of 
some of their collcagucs 
in prescribing the two 
drugs cspccially for: 
minor ailments. 

We rcitcratc our call to 
the Health Ministry to re- 
vicw the status of the two 
drugs in Malaysia. Mcan- 
while, our advice to con- 
sumers is that they 
should request their doc- 
tors not to prescribe 
these drugs to them. 


S.M. MOHD IDRIS, JP 
President. 


APPENDIX 5 
FOREIGN NEWS REPORTS 


(a) The Sunday Times (UK), 4 December 1983 


New death 


report 


worries 
Bute firm 


Oliver Gillie 
edical Correspondent 


a ED ~ 
AN INTERNATIONAL drug 


company js continuing to sell 
two pain-killing drugs used by 
sufferers: from arthritis, gout 
and rhumatism, despite confi- 
dential warnings from .it own 
researchers more than a year 
ago:that the drugs’ side-cficcts 
were causing an above-average 
number of-deaths.and that safer 
alternatives wero available, 

The ,dgugs Butazolidin ahd 
Tainden!, are comparable to 
Opren, the anti-arthntic dvg 
which was Withdrawn after it 
had been associated with .76 
deaths in Britian. 

The manufacturers, Ciba- 
Geigy, scll about £65 million 
worth of them a year, world- 
wide. In Britian about: one 
million prescriptions for thom 
are issued each year, 

Butazolidin .and Tandenil 
(also sold as Butacote and 
Tandacote)! were the: first'tn a 
new generation of painkilling 
drugs introduced. after the’war. 
Although they brought rclief.to 
millions of sufferers before 
other, safer drugs became 
available, ;it has long been 
known:,that = like. many: other 
drugs — they could havo scrious 
sidc-eflecis in some cascs. 

Just how serious: was indi. 
cated in an internal report, 
dated September 1982, {rom 


Ciba-Gcigy's' mediocal,and ‘clini- 
cal drug: safoty~.departments. 
The report said: “In the 
presence of many newer, equal- 
ly effective NSAIDs [painkillers 
similar to aspirin) now avail- 
able on the marcket_ with 
comparatively less toxicity it js 
reasonable and. necessary that 
the risk and benefit, ratio for 
Butazolidin and Tandenl 
should be carefi aly Teassesscd." 

The report also cxpressed 
concer -over* whether pro- 
motion of: the drugs. was 
ques for arthritis, in particu- 
ar. 

in Britain, where the two 
drugs arc used comparatively 
cautiously, 512 deaths associ- 
aicd with them, have been 
recorded between 1964 and 
1980. Bilt the real total is 
probably at least double, that. 
figure. 
_ Worldwide the Cjba-Gei 
Internal report -records 1.182 
deaths associaled with tho drug’ 
up to 1982, Sincé it is 
impossiblo that almost half: of 
these Occurred in Britnin alone, 
many deaths must havo gone 
unrecorded {n other countries 
and the actual figure would 
certainly run into many ‘thou- 
sands ~ giving Butazolidin and 
Tanderil among the highest 
death toll known for ae drug. 

‘Open, withdrawn from the 
world market in August 1982, 
The overall incidence of deaths 
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associated with Butazolidin and 
Tandenl is probably similar. To, 
this,;must be added:hundreds of 
thousands ,.who have auffered 
serious harm from them. 

sLast week, in the first of more 
than 100 lawsuits pending over 
Opren in‘the US, a federal jury 
in Georgia awarded £4.5 million 
damages. for the. death, of a 
woman patient: who_had taken 
the drug. 

Also resulting from the 
Opren. controversy, Britain's 
Committee on Safety of Medi- 
cincs is to.ampdsc-more:specific 
lesting of new drugs:widely,uséd 
by elderly people 

Although drug compahies‘are 
expected: to provide: :the: coms 
mittee with all relevant infor- 
mation about side-effects it hag 
not yet received “Ciba-Geigy’s 
internal report on Butazolidin 
and;Tandenl. Asked about this, 
a spokcsman for the company 
said: “Our. files are, available:to 
the committee and any requests: 
will be met.” 

The‘ 1982.report'is signed by 
Dr. M. Zimmetly and Dr L. 
Strebel, who are monitors, in 
dnig-safcty, for the,company, Dr 
A. G Ciucci head of clinical 
drug safety, und Dr G.i:C 
Berneker, head of drug monitor- 
ing. However, any decision over 
the drugs’ future would prob- 
ably be rnade at a higher level in 
the Company. 

Dr Olle Hansson .a Sweaish 
doctor who revealed the report's 
contents, in an-article,in one of 
Sweden's leading newspapers, 
says: “These: drugs: should be 
taken off-the market: immedi- 
ately. Warning voices have been 
raised, but have been effectively 
quelled by Ciba-Greigy’s_mar- 
kcting strategy. 

Butazolidin'and/Tandenil-can 

kill people in several ways 
They can disturb the:production 
of white blood :cells,:making a 
person vulnerable. o' infection. 
Sometimes the disturbance 
affects the red blood cells as 
well, Causing an aplastic anac- 
mia ‘which kills one in two 
patients who reach this stage. 
_ In.other cases, the.drugs may 
induce an allergic. .reaction 
which inflames:the.skin or they 
may lead to liver or \idney 
fnilure, 


(b) The Times (UK), 30 December 1983 


Arthritis 
drug ban 
demanded 


By Thomson Prentice 


The Committee on Safety of 
Medicines is_ continuing ~ to 
review anti-arthritis pain killers 
containing phenylbutazone and 
oxyphenbutazone, which the 
United States Government was 
asked yesterday to ban immedi- 
ately because of serious side 
effects. 

A consumer protection group 
in Washington called for the 
ban on two products, Burazoli- 
din and Tanderil, saying that 
their side effects could have led 
to more than 10,000 deaths 
worldwide. 

The drugs are available under 
prescription in Britain and have 
been associated with 573 British 
deaths since 1964. Mr Kenneth 
Clarke, the Minister for Health, 
is awaiting the outcome of the 
safety committee’s review of the 
products before considering 
whether they should be with- 
drawn. 

Doctors have been warned 
for some years in product 
information sheets that. the 
drugs have been linked with 
gastro-intestinal intolerance and 
bleeding and blood disorders. 
About one million prescriptions 
are issued each year. 


The Department of Health 
and Social Security said yester- 
day that the drug manufacturer, 
the Swiss-owned Ciba-Geigy, 
were cooperating fully with the 
inquiry from the British labora- 
tories at Horsham, West Sussex. 

Mr Clarke said in the House 
of Commons two weeks ago: “I 
am aware of public concern 
about this matter and the safety 
committee has products in this 
class under close review.” 

He disclosed in a written 
answer that 1,685 cases of 
suspected adverse reaction to 
Butazolidin, including 442 
deaths, and 503 reports of 
suspected adverse reaction to 
Tanderil, including 131 deaths, 
had been reported to the 
committee. 

Ciba-Geigy said in Basle 
yesterday that the company 
would contest any attempt to 
remove the two drugs from the 
market. An official said they 
had been supplied to 180 
million patients since 1952. 

“‘We have had casualties, put 
at about 1,200, but we do not 
know whether the drugs were 
the direct reason. 
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(c) New Straits Times, 30 December 1983 


Group calls for ban 
on arthritis drugs 


WASHINGTON, Thurs. — A consumer 
group has called for a Government ban 
on two widely used Swiss-made arthri- 
tis drugs which it said may have 
caused more than 10,000 deaths world- 
po as more than 3,000 of them in the 


Dr Sidney Wolfe, director of the Pub- 
lic Citizen Health Research, Group, 
calied on Health and Human Services 
Secretary Margaret Heckler to impose 
an immediate ban on the drugs, Buta- 
zolidin and Tandcaril. 

He said the drugs, produced by Ciba- 
Geigy Ltd. of Basel, Switzerland, are 
“dangerous, often lethal drugs” that 
present an “imminent hazard to the 
public health.” 

Dr Wolfe urged the Secretary to “act 
quickly ... and spare hundreds of thou- 
sands of Americans the needless risks 
of drugs too dangerous to be on the 
market.” 

A spokeswoman for Mrs Heckler 
said the Secretary had not yet received 
Dr Wolfe’s letter and had no imme- 
diate comment. 

Dr Wolfe called for the immediate 
ban under a 1962 law giving the Secre- 
tary the power to bypass the Food and 
Drug Administration in cases of an 
“imminent hazard” to health. 

Dr Wolfe said in an interview that 
such drugs could in almost every case 
be replaced by aspirin, which he said 
can be used by all arthritics except 
those allergic to aspirin or who are suf- 
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fering from ulcers. | 

An FDA spokesman agreed that 
aspirin is the preferred drug for treat- 
ing arthritis except in cases such as 
cited by Dr Wolfe. 

But he said it does not always work 
and the questioned drugs are some- 
times used as “a last resort." Both 
drugs, he said, carry FDA warnings of 
possible dangers. 

The FDA spokesman said the Secre- 
tary had asked the FDA to review the 
use of the drugs and to make recom- 
mendations, which he said could in- 
clude anything from a total ban to ad- 
ditional restrictions on its use. 

In his letter to Mrs Heckler, Dr 
Wolfe said a February 1983 internal 
Ciba-Geigy memo showed the Swiss 
company was aware of 1,182 deaths 
worldwide among patients using the 
two drugs. As of mid-1982, he said, the 
FDA was aware of 311 deaths of Amer- 
icans using the drugs. 

However, Dr Wolfe said, there were 
“scrious, well-documented problems in 
under-reporting by doctors of adverse 
drug reactions, especially deaths.” 

He said the Ciba-Geigy internal 
memo estimated the number exposed 
to Butazolidin as 50-100 million and to 
Tandcaril as 40-80 million. 

By using the company's own esti- 
matcs of patient exposure, he said, to- 
tal deaths worldwide is estimated at 
about 10,400 and US deaths at more 
than 3,100. — UPI. 


(d) The Guardian, 27 January 1984 


By Andrew Veitch, 
Medical Correspondent 


_One thousand patients have 
died from bone marrow failure 
after taking arthritis drugs 
made from bute — phenylbuta- 
zone and its derivative oxy- 
phenbutazone — doctors are 
told today. 


Other causes of death, in- 
cluding heart failure; take the 
total number of fatalities in 
Britain to well over 1,000, 
according to an analysis in the 
Drug and Therapeutics Bulle- 


in. 

The bulletin, which is sent 
to doctors under the auspices 
of the Department of Health, 


urges the Committee on the 
Safety of Medicines to ban the 
drugs, for which more than 
one million prescriptions were 
issued last year. 

Brand names are Butazone, 
Butazolidin. Butacote, and 
Butazolidin Alka, made from 
phenylbutazone, ‘and Tanderil 
and Tandacote, made from oxy- 
phenbutazone. All but Buta- 
zone, and generic (unbranded) 
versions, are made by Ciba- 
Geigy. 

The report comes only four 
weeks before the CSM is due 
to meet to decide the fate of 
the drugs. The Guardian dis- 
closed last month that the com- 
mittee’s own investigation has 


Arthritis drugs link in 
bone marrow deaths 


associated Butazone with at 
least 1,500 déaths in the UK 
since it was introduced more 
than 20 years ago. 

The Health Minister, Mr 
Kenneth Clarke, has been 
asked by a Labour MP, Mr 
Jack Ashley, to impose a tem- 
porary ban until the CSM has 
reached a decision. 

Internal Ciba-Geigy memos, 
leaked from the firm’s Basle 
headquarters last year, list 
1,182 deaths associated with 
Butazolidin and Tanderil 
worldwide : just over one third 
were due to bone marrow 
damage, 

The leaked memos have trig- 
gered worldwide action on bute, 


Norway has decided to ban it, 
and the United States Food 
and Drug Administration is to 
hold a public hearing on bute 
next week. 


The West German health 
authority is to hold a hearing 
on bute in March. 

A Ciba-Geigy spokesman said 
yesterday : “ It is more than 10 
years since we promoted 
phenylbutazone, and more than 
five since we promoted oxy- 
phenbutazone. 


“We are having discussions 
with the UK licensing author- 
ities, who are kept fully in- 
formed. We have not withheld 
information.” 
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(e) The Guardian, 7 March 1984 


Minister 
bans 
sale of 
arthritis 
drug's 


By Andrew Veitch, 

Medical Correspondent 
Pain-killers made 

phenylbutazone are to ; 

banned from general use, the 

Health Minister, Mr Kenneth 


Clarke, told the Commons yes- 


terday. 

But drugs consisting of its 
derivative, oxyphenbutazone, 
which the Committee on Safety 
of Medicines said should be 
banned because they were even 
more dangerous, will stay on 
the market at least until the 
manufacturers have decided 
whether to appeal against the 
CSM recommendation. 


Together the drugs were 
given to up to 500,000 arthritis 
patients in 1982 and have been 
associated with 1,500 deaths in 
Britain since they were mar- 
keted more than 20 years ago. 

Mr Clarke yesterday 
announced that the manufac- 
turers, mainly Ciba Geigy, had 
agreed to the CSM recommend- 
ation that phenylbutazone 
should be used only by hospli- 
tal doctors to treat patients 
suffering from arthritis of the 
spine. The brand names are 
Butazone, Butazolidin and 
‘Butacote. 


“All stocks of these products 
are to be withdrawn from re- 
tail pharmacies. Discussions 
are taking place with com- 
panies on the timing of the 
withdrawal in order to ensure 
that doctors and patients are 
enabled to change to alterna- 
tive courses of treatment in an 
orderly way,” the minister said 
in a Commons reply. 

But oxyphenbutazone, sold 
by Ciba-Geigy under the brand 
names Tanderil and Tandacote. 
will stay on the market for the 
time being. The CSM last 
month told the minister in 
private that the licences for 
these drugs should be revokel. 
Under the Medicines Act. 
Ciba-Geigy has 28 days to 
appeal to the Medicines 
Commission. 

Mr Clarke said yesterday 
that the firm had still not de 
cided whether to make repre- 
sentations to the commission. 
The legal procedures wouid 
take some time, he said. Jle 
had asked the CSM if he 
should suspend the products’ 
licences in the meantime, but 
had been told that such action 
would not be justified. 2 

“TI will take action on the 
licences for these products im- 
mediately the company agree 
to the CSM’s advice .or I re- 
ceive the Medicine Commis- 
sion's advice,” the minister 
added. - 

Ciba-Geigy said last night 
that it could not comment 
until it had seen the minister's 
statement. 

Mr Clarke's decision to rfe- 
Strict phenylbutazone to hospi- 
tals was immedialely criticised 
by the Royal College — of 
General Practitioners. “He is 
implying that GPs are less able 
to weigh up the advantages 
and disadvantages of a form of 
treatment than hospital doc- 
tors,” said the college spokes- 
man, Dr “ill Styles. 
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(£) The Guardian, 3 April 1984 


Firm persuaded to surrender 


licences for butazone drugs 


Painkillers to be 
withdrawn after 
ministry talks 


By Andrew Veitch, 
Medical Correspondent 

Painkillers made from buta- 
zone will be withdrawn from 
general use this week, accord- 
ing to medical sources. A Com- 
mons statement from_ the 
Health Minister, Mr Kenneth 
Clarke, is expected today or 
tomorrow. 

The manufacturers,  Ciba- 
Geigy. have been persuaded in 
confidential negotiations with 
health officials to surrender 
their licences for the oxyphen- 
butazone drugs Tanderil and 
Tandacote. 

The firm will take the drugs 
off the market and recall sup- 
plics. Doctors will be advised 
hot to prescribe them, and che- 
mists not to dispense them 
without checking with the doc- 
tor. 

Ciba-Geigy have also agreed 
that drugs made from phenyl- 
butazone, considered _ slightly 
less dangerous, should only be 
prescribed by hospital doctors 
for patients with arthritis of 
the spine when no other drugs 
will do. Brand names are But- 


acote, Butazolidin, and Buta- 
zone. . 
This is in line with recom- 


mendations from the Commit- 
tec on Safety of Medicines \1 
days ago. The public announce- 
ment has been delayed because 
Mr Clarke wanted to reach an 


agreement with Ciba-Geigy, 
and because he is anxious to 
avoid a confrontation with GPs 
over the plan to allow only hos- 
pital doctors to prescribe 
phenylbutazone. 

Agreement with Ciba-Geigy 
was reached on Thursday. The 
possibility of a confrontation 
with GPs remains. But the Mini- 
ter has seen a plan drawn up by 
consultants which would go 
some way towards overcoming 
the difficulty. Hospitals would 
issue patients suffering from 
arthritis of the spine with 
“Drug Identicards,” renew- 
able annually. 

Up to 500,000 patients were 
given butazone painkillers in 
1982. The number is thought to 
have fallen ¢gonsiderably since 
then. The. CSM calculated. 


- after along investigation, that 


the drugs had been associated 
avith about 1,500 deaths in Bri- 
tain since they were first mar- 
keted more than 20 years ago. 

More than a third of the vic- 
tims have died from the blood 
disorders aplastic anaemia and 
agranulocytosis. Other deaths. 
according to the memos leaked 
from Ciba-Geigy headquarters 
in Basle. which triggered the 
CSM investigation, were caused 
by gastrointestinal bleeding. 
destruction of blood  plaic- 
lets, perforated ulcers, and 
leukaemia. 


(g) 


The disclosure followed a 
report in the vernacular 
Mainichi Shimbun Thursday 
morning on a secret document 
prepared by the company about 
the safely of the drugs sold 
under the trade names of 
““Butazolidin.” “Tanderil" and 
“Voltaren.” 

The number of deaths from 
these three drugs exceeds the 
‘otal of SMON disease victims 
<illed through their use of 
thinoform — so far the worst 
‘a’ “drug abuse. 

According to the document 
tained Dy the Mainichi. three 
versons with a doctorate degree 
»repared the paper on the basis 
ff reports made by individual 


gencies or from reports 
arried in medical magazines. 

An estimated total of 50 to 100 
jillion persons have taken 
Butazolidin’ (major com- 
onent: phenylbutazone) all 
ver the world between 1952 and 
381. Of 6.716 cases of un- 
esirable side effects reported 
n the drug, 777 persons have 
ied. according to the CIBA- 


eigy report. 
“Tanderil’’ (major com- 
ynent: oxvphenylhutazone) 


is been on sale since 1960 and 
' to 8 million persons are 
timated to have used it. Of 
165 cases of its side effects. 
5 persons have died 


wactitioners and government: 


Mainichi Daily News, 10 February 


CIBA-Geigy 
Admits Drugs’ 
Side Effects 


-1,182 Die Including 18 In Japan- 


Anti-inflammatory drugs produced by CIBA-Geigy A.G., a 
mr'tinational pharmaceutical company based in Basel, Swit- 
ze.iand, have killed 1,182 persons, including 18 in Japan, the firm’s 
Japan subsidiary admitted Thursday. 

The Health and Welfare Ministry promised its immediate in- 
vestigation into the alarming situation. 


deril’’ of CIBA-Geigy. 


Some 80 million persons 
(throughout the world are 


. estimated to have used the third 


drug, “Voltaren,” since 1972. 
Its side effects have produced 
4.229 case reports. but the 
number of deaths is relatively 
small at 46. 

Among the major fatal side 
effects of these anti- 
inflammatory and antipyretic 
agents are aplastic anemia, 
agranulocytosis, digestive tract 
bleeding and leukemia. 

The report does not give a 
country-by-country breakdown 
of the deaths. but CIBA-Geigy 
(Japan) said Thursdav that the 
world total includes 18 in Japan. 

Four deaths have resulted 
from the use of “Butazolidin” 


1984 


and 14 others from the use of 
“Tanderil.”’ it said. adding that 
these are among 199 cases of 
undesirable side effects 
reported on the two drugs here. 

The users here of the two 
drugs are understood to have 
totaled about 10 million, the 
company also said. 

In Japan, governmental 
authorization was given to the 
manufacture of ‘Butazolidin™ 
in 1958 and that of **Tanderil” in 
1962. Both have been used for 
the treatment of rheumatism. 
neuralgia. bronchitis and other 
diseases. 

After Fujisawa Phar- 
maceutical Co. began un- 
dertaking their marketing, 
some other drugmakers joined 
the markel with products with 


-"Tenderil’’ 


Mainichi Daily News 
Friday, February 10, 1984 


the same components. 

At present, nine kinds of 
medicine containing phenil- 
butazone and 11 sorts of drugs 
made of oxvphenylbutazone are 
now avaiiable on the Japanese 
market: 

When contacted by the 
Mainichi. a spokesman for 
CIBA-Geigy (Japan) said that 
the number of deaths reported 
in the report is not small. He 
added, however, that these 
drugs have been used by a 
maximum of 180 million per- 
sons in the whole world over a 
period of some 30 years. 

The dead also include persons 
who took the CIBA drugs for 
committing suicide. he added. 

The company emphasized 
that as long as the drugs are 
used in accordance with doc- 
tors’ prescriptions. they are 
safe, It has no plan at present to 
stop selling “Bulazolidin" and 
in Japan. it 
declared Thursday. 

It is certain, however, that 
public calls for the cessation of 
the marketing of the drugs will 
become louder. 

Despile the company's in- 
sistence that its drugs are safe 
if used under advice from ex- 
perts. they are obtainable by 
anyone al drugstores. 

An official of the Ministry of 
Health and Welfare said that his 
ministry will soon ask a panel of 
experts to study controversial 
anti-inflammatory agents. He 
suggested the possiblity of a 
ban on their future sales here. 


APPENDIX 6 


EXCERPTS FROM THE LETTER OF DR SIDNEY WOLFE, DIRECTOR OF 
_—_—_— eee EE VE 
PUBLIC CITIZEN HEALTH RESEARCH GROUP, TO THE SECRETARY, US 
DEPARTMENT OF HEALTH AND HUMAN SERVICES. 


ubiic 
oS December 28, 1983 


Margaret Heckler 

Secretary, Department of Health and Human Services 
Humphrey Duilding 

200 Independenee Avenue, SW 

Washington, D.Ci 20201 


Dear Secretary Heckler: 


We have obtained internal memoranda from the Ciba-Geigy 
Corporation in Basle, Switzerland, which -- combined with 
information from FDA and a review of published studies 
concerning the widely used arthritis and anti-inflammatory 
drugs phenylbutazone (BUTAZOLIDIN) and oxyphenbutazone 
(TANDEARIL) -- requires the immediate ban of these dangerous, 
i aethal Grugs as an "imminent hazard to the public 

ealth." 


According to a February, 1983 internal mema, Ciba- 
Geigy was aware of 1182 deaths, worldwide, in patients using 
the closely-related drugs BUTAZOLIDIN and TANDEARIL. Well 
over half of these deaths were from bone marrow toxicity,’ 
including leukemia; gastrointestinal bleeding, or perforated 
ulcers. As of the summer of 1982, FDA was aware of 3ll 
Geaths in Americans using these drugs. Because of 
serious, well-documented problems in underreporting by 
doctors of adverse drug reactions, especially deaths, the 
actual number of deaths from these two drugs worldwide is 
probably more than 10,000 people and, in the United States, 
over 3,900 people, as will be discussed below in greater 
detail. 


Another Ciba-Geigy mémo, also dated February 1983, 
concluded that: 


"Although isolated reports of blood dyscrasias 
(bone marrow toxicity), G.I. bleeding, hepato- and 
nephrotoxicity have heen reported with almost all 
the N.S.A.I.Ds (non-steroidal anti-inflammatory drugs), 
the number of single case reports of major serious, 
u.e. (unwanted events), published on BUTAZOLIDIN and 
TANDEARIL are higher than those tor the other druys. 
In the presence of the many "newer" equally effective 
N.S.A.I.DS now available on the market with comparatively 
less toxicity, it is reasonable and necessary that the 
risk and benefit catio for BUTAZOLIDIN and TANDEARIL 
should be carefully reassessed for the indications of 
all forms of inflammatory and degenerative arthritis as 
promoted, to see if such promotions are justified. 

Cont’d next page 
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»«.+ Although the FDA approved labelling for these drugs 
lists many side effects, specific side effects are listed 
only as occurring in either more than or fewer than lt of 
patients. The current edition of the standard textbook of 
pharmacology, The Pharmacologic Basis of Therapeutics 
states, however, that "Phenylbutazone is poorly tolerated by 
many patients. Some type of side effect is noted in 10-45% 
Of patients. ~~." 


UNDERREPORTING OF DEATHS -- 10,000 WORLDWIDE, 3,000 IN U.S. 
Pa a eT Rn 


Becauce of 2 concern that many doctors treating patients 
with phenylbutazone or oxyphenbutazone do not report to the 
government when their patients die as a result of taking 
these drugs, a study was done in 1975 in the United Kingdom 
to determine the true incidence, as opposed to the reported 
incidence, of deaths due to aplastic anemia or agranulocy- 
tosis in people using phenylbutazone or oxyphenbutazone . 
Unlike the U.S., in Britain, whenever a death certificate 
mentions a drug, it must be reported to the government drug 
authority. Even so, the study found that only one out of 
four such deaths in Britain had been reported to the govern- 
ment. The drugs were not listed on the death certificate, 
but were found, as a result of the study, to have caused the 
death. 


The study concluded that when‘ considering Only deaths 
from aplastic anemia and agranulocytosis alone, the death 
rate in users of these drugs was 22 deaths per million users 
of phenylbutazone and 38 deaths per million users of oxypnen- 
butazone. 


The internal Ciba-Geigy memo estimates the number 
Of patients, world-wide, exposed to phenylbutazone since its 
introduction in 1952 to be 50-100 million (mid-point 75 
million) and the number exposed to oxyphenbutazone to be 
40-80 million (mid-point 60 million). Using the company's 
Own estimates of patient exposure to their drugs combined 
with the true mortality rate from aplastic anemia and 
agranulocytosis alone in patients using these drugs, the 
following estimates can be made: 


Phenylbutazone: 75 million (people exposed) x 22 deaths 
per million = 1650 deaths 


Oxyphenbutazone: 60 million (people exposed) x 38 deaths 
per million = 2280 deaths. 


Thus, there have been 1650 + 2280 or 3930 deaths 
worldwide from aplastic anemia and agranulocytosis in people 
using these drugs. But the internal memo also shows 
that 37.8% of deaths from phenylbutazone and oxyphenbutazone 
(where type of death is listed)’ are from anemia or agranvulo- 
cytosis. Since 3930 is only 37.8% of the total deaths, the 
full nunber of worldwide deaths of all kinds from these two 
drugs is approximately 10,406. The £act that Ciba-Geigy 
has repocts of 1182 is quite consistent with the often 
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mentioned statistic that only one out of ten adverse drug 


reactions which occur are actually reported by doctors. 


In the United States, similar estimates for actual 
numbers of deaths can be made. As mentioned above, 311 U.S. 
deaths in people using these drugs had been reported as of 
mid-1982. If this represents Only one out of ten such 
deaths which actually occurred, the number of U.S. deaths is 
Over 3100. (BUTAZOLIDIN was first marketed in the UL Soin 
3952, TANDEARIL, in 1961.) 


Aithough there has been a decline in the use of these 
drugs in the U.S., in 1982 approximately 1.9 million new 


prescriptions were written for BUTAZOLIDIN, 600,000 for 
TANDEARIL in this country. 


- +++ Now that Oraflex has been taken off the market, 
BUTAZOLIDIN and TANDEARIL are ciearly the most dangerous of 
the drugs used for symptomatic treatment of arthritis and 
Other disorders. Their use has been likened to Playing 
Russian Roulette by a Dutch physician, Dr. L. Offerhaus”*. 

I hope you act quickly on this petition and spare 
hundreds or thousands of Americans the needless risks of 
drugs too dangerous to be on the market. 


‘Sincerely, 


We <> 


Sidney M. lfe, M.D. 
Director 


- 


* Ned Tijdschr Geneeskd, 1983;127, 642. 


= a> * 


APPENDIX 7 


A DOCTOR'S COMMENTS ON THE COVER OF THE FAMILY PRACTITIONER, APRIL 1984, 
WHICH FEATURED BRANDS OF PHENYLBUTAZONE AND OXYPHENBUTAZONE. 


In April 1984, The Family Practitioner, the journal of the College of 
General Practitioners, of Malaysia had a special issue on the Symposium on 
Rheumatology. Its cover illustration showed a range of drugs, some of 
which were brands of Phenylbutazone and Oxyphenbutazone; thus implying that 
the two drugs were commonly available and used as drugs of first choice. 
This issue drew comments from a doctor who protested the use of both these 
drugs on the illustration in the light of the recent adverse reports 
concerning them worldwide. Below we reproduce the doctor's letter and 

the reply from one of the contributors both of which appeared in the 


August issue of The Family Practitioner. 


LETTERS TO THE EDITOR 


10, Western Avenue 
Penang. 


Sth June, 1984. 


The Editor, 

The Family Practitioner, 
MMA House, Sth Floor, 
124, Jalan Pahang, 
Kuala Lumpur 02-14. 


Dear Sir, 


I believe that the choice of cover for the 
April, 1984 issue of The Family Practitioner 
which contained the symposium on Rheuma- 
tology, was in retrospect an unfortunate one. 

In this cover no less than 4 out of the 12 
brands of drugs or drug-combinations illus- 
trated contained the generic compounds 
phenylbutazone or oxyphenbutazone (viz. 
Butazolidin 200, Tanderil, Tandalgesic, Buta- 
cote). The illustration was reprinted on page 46 
with the caption “commonly available NSAIDs”. 

The accompanying article by Assoc. Prof. 
P.H. Feng while in summary touching on the 
recognised adverse effects of phenylbutazone 
and oxyphenbutazone did not fully evaluate the 
seriousness of these in the light of earlier 
reports in the United Kingdom! ? and in 
Malaysia * * which questioned the overall 
safety and the justification for the continued 
general use of these two drugs. These questions 
have more recently gained further prominence 
in the press **® based on a memorandum issued 
by the Consumers’ Association of Penang ’. 

I do realise that the editorial board’s pressure 


of having to meet with printer’s deadlines may 
have caused these particular lapses which should 
otherwise have been avoided. 

The point that I am really trying to make is 
that as our profession shoulders overall respon- 
sibility for our patients’ care we need to remain 
continually vigilant lest certain quarters mis- 
construe out attions to be in some way support- 
ing or endorsing certain treatments which 
become out-of-favour for valid reasons. 

Perhaps the time is again opportune to re- 
examine the call for instituting a National Drug 
Policy®? reiterated in his final column by out- 
going MMA President Datuk Dr. T.P. Devaraj!°. 
I think that the néed is urgent to initiate 
positive measures towards this and also to 
establish a watch-dog committee to monitor 
the safety of all drugs available in this country 
and to disseminate widely information about 
adverse drug effects. It is apparent that the 
Ministry of Health whose machinery is already 
encumbered cannot take on this mammoth task 
by itself 


Yours sincerely, 


Dr. Francis Tan 
MB BChir, MRCP (U.K.) 
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MMA Press Release on Phenylbutazone 
and Oxyphenbutazone 

Dr. Yeoh Poh Hong; Jan 13 1984 

“Ban these pain killers, says CAP” 

The Star; June 4 1984 

“Ban these drugs - MMA” 

The New Straits Times; June 5 1984 
Memorandum on Phenylbutazone and 
Oxyphenbutazone: Risks and Benefits, 
Marketing in Malaysia, and the need for a 
policy review” Consumers’ Association of 
Penang; May 31 1984 

Memorandum “On the need for a National 
Policy on Pharmaceutical Drugs in Malay- 
sia” 

Consumers’ Association of Penang; Feb 2 
1983 

President’s Column — Datuk Dr. T.P. 
Devaraj 

Benta MMA; July 1983 

“Drugs: Assign its due role in society” 
President's Column - Datuk T.P. Devaraj 
Berita MMA; April 1984 
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Dear Editor, 


I have read Dr. Francis Tan’s letter and 
would support the contention that the drugs 
phenylbutazone and oxyphenbutazone have 
serious side-effects and the continued general 
use of the drugs needs to be looked into. I have 
discussed these questions at length with world 
experts at international meetings and the gene- 
ral opinion is that these drugs are often over- 
prescribed but do have a place in the treatment 
of a subset of rheumatic patients. These are 
young patients, usually male, with severe anky- 
losing spondylitis who are incapacitated by 
pain and stiffness and who do not respond to 
other NSAIDs. If one looks critically at the 
reports of serious effects due to phenylbutazone 
and other NSAIDs they usually occur in the 


EDITORIAL COMMENT 


It is appropriate here to state our editorial 
policy which is to present information without 
necessarily endorsing it. The cover of the April, 
1984 issue of the Family Practitioner showing 
some “commonly available NSANDs”’ is a good 


Cover illustration of The Family Practitioner, 


‘Commonly available NSAIDS’. 


elderly who seem to metabolise such drugs 
differently and who in fact do not need such 


drugs in the first place: 


My own practice therefore is as follows:- 


1) Ido not prescribe phenylbutazone or its 
derivatives in elderly patients. 

2) —lonly use the drug in young patients with 
severe incapacitating ankylosing spondy- 
litis. At this moment I have less than 20 
such patients. 
I do not use these drugs in any other 
rheumatic diseases ¢.g rheumatoid arth- 
ritis, SLE. 
Patients on such drugs are informed of the 
potential side-effects and told to return if 
adverse symptoms occur. 
I do not prescribe such drugs longer than 
six weeks. Once the symptoms have im- 
proved, the less toxic NSAIDs are sub- 
stituted. 


I do not support the complete banning of 


illustration of the plethora of drugs that are 
currently available on the Malaysian market for 
the treatment of rheumatic diseases. It should 
not be misconstrued that we advocate the wide- 
spread and indiscriminate use of all of them. 
Whether Malaysian doctors should continue to 


ee 


Rengastl 


“the Pain Cracker | 


* ir * 


these drugs but would place them on a 
“restricted use” list 

With the above caveats | feel the use of 
phenylbutazone is justified. The occasions on 
which the ordinary GP is obliged to use these 
drugs would be very limited indeed. 

Regarding Dr. Tan’s unhappiness over the 
illustration I can only repeat the caption that 
these are “commonly available NSAIDs.” Such 
drugs are commonly advertised in leading inter 
national rheumatic journals like Arthritis and 
Rheumatism, Annals of Rheumatic Diseases and 
Journal of Rheumatology. 

I do not wish to comment on the other 
points in Dr. Tan’s letter as I am not familiar 
with the “politics” of the issue. 

Yours sincerely, 
Dr. P. H. Feng 
Dept. of Medicine IV, 
Tan Tock Seng Hospital, 
Moulmein Road, 
Singapore 1130. 


use some of the controversial ones is a matter for 
the profession to decide, and if our journal can be 
a forum for such discussion and debate, then it 
would have served its purpose. 


Editor 


April 1984. It was reprinted on page 46 of the magazine with the caption 


APPENDIX 8 


STATEMENT AT A CAP PRESS CONFERENCE, 11 SEPTEMBER 1984 


by 


Dr Andrew Herxheimer 

Senior lecturer in Clinical Pharmacology 
Charring Cross and Westminster Medical School 
University of London 

United Kingdom 


Chairman, Health Working Group, IOCU 
Consultant, World Health Organisation 
Editor, Drug and Therapeutics Bulletin, London 


Phenylbutazone and Oxyphenbutazone are two drugs which have 
outlived their usefulness and which we no longer need. 


It has been known for a long time that these two drugs can 
fatally damage the bone marrow. 7 


In the last few years, it has become clear that this risk is 
very much less or non-existent for other anti-rheumatic drugs. 


More deaths have been reported in Britain from Phenylbutazone 
and Oxyphenbutazone than from any other prescribed drugs. 


About 1,000 people in Britain were likely to have died from 
bone marrow failure due to one of these drugs during the last 20 years. 


Internal data from Ciba-Geigy (the drug company) leaked last 
year confirmed the enormous scale of this problem. 


Regulatory authorities in most developed countries have reviewed 
the use of these drugs and have either banned or restricted them. 


The manufacturers have themselves introduced more restrictive 
recommendations for their use in the hope of forestalling regulatory 
action - in some countries (e.g. Germany and Switzerland) they have 
succeeded. 


In the United Kingdom, Oxyphenbutazone has been banned completely. 


Phenylbutazone can only be prescribed by hospital specialists and is inten- 
ded only for patients who have not responded adequately to safer drugs. 
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This means that the patient will know that he i 


s taking a 
potentially dangerous drug. 


In developing countries, Ciba-Geigy continues to defend 
the general availability of the two drugs. 


The Health Minister in Malaysia would do well to consider 
appropriate restrictions in this country, especially since many doctors 
seem to be unaware of the dangers of these drugs. 


The British drug regulatory authorities would, I am sure, be 


most willing to provide the full background of the decisions made in the 


U K_ so that the issues can be fully and dispassionately considered here 
in Malaysia too. 


Pe ahbars. 


Dr Andrew Herxheimer 
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OTHER REPORTS UNDER THE CAP REPORT SERIES 


Curing the Sick or the Rich? ($3.00) 


Report on the rising cost of medical care in Malaysia. Reveals the 
commercialisation of medicine where specialists who are trained at great 
expense to treat serious or complicated cases end up treating the rich 

and not-so-sick. Includes a comprehensive list of charges from consultation 
fee to ward and operation charges in private and government hospitals and 
private clinics. 


What TV Does to Our Children ($3.00) 


Report based on a study of the extent and types of violence on selected 
popular programmes’ on Malaysian TV. Reveals the harmful psychological and 
physical effects television violence has on children and suggests ways of 
reducing the negative effects of television. 


Malpractices in the Commodities Futures Trading Firms ($5.00) 


Report based on a study of the commodities futures market in Malaysia. 
Study reveals gross malpractices by commodity trading firms through 
various tactics such as bucketting, jobbing, etc., resulting in loss of 
huge sums of money by unwary investors. 


Toxic Chemical and Hazardous Waste Management in Malaysia ($3.00) 
Report on the indiscriminate dumping of toxic chemical wastes in Malaysia. 
Long exposure to chemical wastes can cause cancer, birth defects and other 


serious ill effects. The Report also highlights tragic experiences related 
to toxic waste dumps in other countries (eg. the United States and Holland). 
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Drugs and the Third World: 
Phenylbutazone and Oxyphenbutazone 
Sale and Hazards — a Malaysian Study 


Phenylbutazone and Oxyphenbutazone are two painkiller drugs which have 
caused thousands of deaths and serious side effects worldwide. 


This is a comprehensive report on the toxicity of these two drugs and thei 


marketing in Malaysia. ig 


Many developed countries recently banned or severely restricted their use. 
But they continue to be widely used in Malaysia and other developing countries. 


This study reveals double standards practised by drug companies in the labell- 
ing and marketing of the drugs in Malaysia as compared to the developed countries. 
This is because local monitoring and surveillance of the drugs are inadequate and 
hardly existent. 


The Consumers’ Association of Penang (CAP) is a voluntary, non-profit making 
organisation which fights for the rights and interests of Malaysian consumers 
through research, educational and representational activities. 

The issues it takes up include the fulfilment of basic needs (food, nutrition, health, 
housing, transport, etc.), food and product safety, environmental pollution and 


problems, the rational use of resources, specific problems of women, and business 
malpractices. 


This is part of a series of CAP Reports aimed at providing the public with the results 
of some of the important areas of CAP’s activities. It is hoped that this series will 


generate public interest and awareness, and help to contribute towards a better life 
for Malaysians. 


Copyright © Consumers’ Association of Penang 1984 
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